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NEW HETEROCYCLIC COMPOUNDS AND THEIR USE IN MEDICINE, PROCESS FOR THEIR PREPARATION AND 
PHARMACEUTICAL COMPOSITIONS CONTAINING THEM 

Field of Invention 

5 The present invention relates to novel antiobesity and hypocholesterolemic 

compounds, their derivatives, their analogs, their tautomeric forms, their stereo- 
isomers, their polymorphs, their pharmaceutically acceptable salts, their pharma- 
• ceutically acceptable solvates and pharmaceutical^ acceptable compositions 

containing them. More particularly, the present invention relates to novel P-aryl-a- 
1 0 oxysubstituted alkylcarboxylic acids of the general formula (I), their derivatives, their 
analogs, their tautomeric forms, their stereoisomers, their polymorphs, their pharma- 
ceutically acceptable salts, their pharmaceutical^ acceptable solvates and pharma- 
ceutically acceptable compositions containing them. 



X 




15 The present invention also relates to a process for the preparation of the above 

said novel compounds, their analogs, their derivatives, their tautomeric forms, their 
stereoisomers, their polymorphs, their pharmaceutically acceptable salts, their pharma- 
ceutically acceptable solvates, novel intermediates and pharmaceutical compositions 
containing them. 

20 The compounds of the present invention lower total cholesterol (TC); increase 

high density lipoprotein (HDL) and decrease low density lipoprotein (LDL), which 
have, beneficial effects on coronary heart disease and atherosclerosis. 

The compounds of general formula (I) are useful in reducing body weight and 
for the treatment and/or prophylaxis of diseases such as hypertension, coronary heart 

25 disease, atherosclerosis, stroke, peripheral vascular diseases and related disorders. 

These compounds are useful for the treatment of familial hypercholesterolemia, hyper- 
triglyceridemia, lowering of atherogenic lipoproteins, very low density lipoprotein 
(VLDL) and LDL. The compounds of the present invention can be used for the 
treatment of certain renal diseases including glomerulonephritis, glomerulosclerosis, 
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nephrotic syndrome, hypertensive nephrosis, retinopathy, and nephropathy The 
compounds of general formula (I) are also useful for the treatment/prophylaxis of 
msuhn resistance (type II diabetes), leptin resistance, impaired glucose tolerance 
dyslipidemia, disorders related to syndrome X such as hypertension, obesity, insulin 
5 resistance, coronary heart disease, and other cardiovascular disorders These 

compounds may also be useful as aldose reductase inhibitors, for improving cognitive 
ftoons in dementia, treating diabetic complications, disorders related to endothelial 
cell activation, psoriasis, polycystic ovarian syndrome (PCOS), inflammatory bowel 
diseases, osteoporosis, myotonic dystrophy, pancreatitis, arteriosclerosis, xanthoma 
■ and for the treatment of cancer. The compounds of the present inventions are useful in 
the treatment and/or prophylaxis of the above said diseases in combination/ 
concomittant with one or more HMG CoA reductase inhibitors, and/or hypolipidemic/ 
hypohpoproteinemic agents such as fibric acid derivatives, nicotinic acid, cholestyr- 
amine, colestipol, or probucol. 

Backgroun d of Invention 

Atherosclerosis and other peripheral vascular diseases effect the quality of life 
of millions of people. Therefore, considerable attention has been directed towards 
understanding the etiology of hypercholesterolemia and hyperlipemia and the 
development of effective therapeutic strategies. 

Hypercholesterolemia has been defined as plasma cholesterol level that 
exceeds arbitrarily defined value called "normal" level. Recently, it has been 
accepted that "ideal" plasma levels of cholesterol are much below the "normal" level 
of cholesterol in the general population and the risk of coronary artery disease (CAD) 
increases as cholesterol level rises above the "optimum" (or "ideal") value! There is 
clearly a definite cause and effect-relationship between hypercholesterolemia and 
CAD, particularly for individuals with multiple risk factors. Most of the cholesterol is 
present in the esterified forms with various lipoproteins such as low density lipoprotein 
(LDL), intermediate density lipoprotein (IDL), high density lipoprotein (HDL) and 
partly as very low density lipoprotein (VLDL). Studies clearly indicate that there is 
an inverse correlationship between CAD and atherosclerosis with serum HDL- 
cholesterol concentrations. (Stampfer et a!., N. Engl. J. Med, 325 (1991), 373-381) 
and the risk of CAD increases with increasing levels of LDL and VLDL. 
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In CAD, generally "fatty streaks" in carotid, coronary and cerebral arteries, are 
found which are primarily free and esterified cholesterol. Miller et al., (Br. Med. J., 
282 (1981), 1741-1744) have shown that increase in HDL-particles may decrease the 
number of sites of stenosis in coronary arteries of humans, and high level of HDL- 
cholesterol may protect against the progression of atherosclerosis. Picardo et al, 
(Arteriosclerosis 6 (1986) 434 - 441) have shown by in vitro experiments that HDL is 
capable of removing cholesterol from cells. They suggest that HDL may deplete 
tissues of excess free cholesterol and transfer them to the liver (Macikinnon et al., J. 
Biol. Chem. 261. (1 986), 2548-2552). Therefore, agents that increase HDL cholesterol 
would have therapeutic significance for the treatment of hypercholesterolemia and 
coronary heart diseases (CHD). 

Obesity is a disease highly prevalent in affluent societies and in the developing 
world and is a major cause of morbidity and mortality. It is a state of excess body fat 
accumulation. The causes of obesity are unclear. It is believed to be of genetic origin 
or promoted by an interaction between the genotype and environment. Irrespective of 
the cause, the result is fat deposition due to imbalance between the energy intake 
versus energy expenditure. Dieting, exercise and appetite suppression have been a part 
of obesity treatment. There is a need for efficient therapy to fight this disease since it ■ 
may lead to coronary heart disease, diabetes, stroke, hyperlipidemia, gout, osteo- 
arthritis, reduced fertility and many other psychological and social problems. 

Diabetes and insulin resistance is yet another disease which severely effects the 
quality of life of a large population in the world. Insulin resistance is the diminished 
ability of insulin to exert its biological action across a broad range of concentrations. 
In insulin resistance, the body secretes abnormally high amounts of insulin to 
compensate for this defect; failing which, the plasma glucose concentration inevitably 
rises and develops into diabetes. Among the developed countries, diabetes mellitus is 
a common problem and is associated with a variety of abnormalities including, obesity, 
hypertension, hyperlipidemia (J. Clin. Invest., (1985) 75:809-817; N. Engl. J. Med. 
(1987) 317:350-357; J. Clin. Endocrinol. Metab., (1988) 66 : 580 - 583; J. Clin. 
Invest, (1975) 68:957-969) and other renal complications (See Patent Application No. 
WO 95/21608). It is now increasingly being recognized that insulin resistance and 
relative hyperinsulinemia have a contributory role in obesity, hypertension, 
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resraanceas to central patogeric link-SyKfrome-X 8 " 

Hyperlipemia is to primaty ca.se of cardiovascular (CVD) and otor 
penphera, vasculac diseases. High risk of CVD is re,ated to to higher LDL (Low 

and VLDL (Very Low Density LipopKJ 
rprdemta. Patients having gtoose intole, WtnsuUn resist in addition to 
hyperhprdernia have high, r risk of CVD. Numerous atoies in to pea, have shown 

VLDL and rncreastng HDL cho.estero, he,p in preventing cardiovascmar diseasB 

Peroxtsome proliferate active receptors (PPAR, are members 0 f to nuclear 
.cepte OT per tenilv », gamna „ isofom ^ ^ ^ 

energy homeostasis (Celt (.995) 83: 803-8,2), whereas to aipha (a, isoform of 

B.o (1,95, ^■S^O.PPARa^taveh.enfo^^forto.l.en, 
°«°^ lty ^ ^ ^ ^ )cen recently disclosed that the hypolipidaemic 

effect is enhanced when to molecule has boa, PPARa md ppARy ^ 

and suggested ,o be useful for to treatment of syndrome X (WO 97/25042) 
Synergism between to insulin sensitizer (PPARy agonist) and HMO CoA reductase 
^^"~^«-*.h^ fcfctall-1Ilof-1111()llli ^ 
and xanthoma. (EP 0 753 298). 

,C n *i" ,PPAR >' ^-^-.eutedipocyediffercntiation 
temrnal donation (Cell, (,994, 79, „47-„ 56 , inahading ceU cycle withdmL 
wrth PPARy agonists would atimutac to termina, differentiation of adipocyte 

(■998), ,949-531 Proc. Nad. Acad. Set, (,997, 94, 237-24,, and inhibit rf 
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expression of prostate cancer tissue (Cancer Research (1998), 58:3344-3352). This 
would be useful in the treatment of certain types of cancer, which express PPARy and 
could lead to a quite nontoxic chemotherapy. 

Leptin resistance is a condition wherein the target cells are unable to respond to 
leptin signals. This may give rise to obesity due to excess food intake and reduced 
energy expenditure and cause impaired glucose tolerance, type 2 diabetes, cardio- 
vascular diseases and such other interrelated complications. Kallen et al (Proc. Natl. 
Acad. ScL, (1996) 93, 5793-5796) have reported that insulin sensitizers which perhaps 
due to their PPAR agonist expression and lower plasma leptin concentrations. 
However, it has been recently disclosed that compounds having insulin sensitizing 
property also possess leptin sensitization activity. They lower the circulating plasma 
leptin concentrations by improving the target cell response to leptin (WO 98/02159). 

A few P-aryl-a-hydroxy propionic acids, their derivatives, and their analogs 
have been reported to be useful in the treatment of hyperglycemia and hypercholester- 
olemia. Some of such compounds described in the.prior art are outlined below: 
i) U.S. Pat. 5,306,726 and WO 91/19702 disclose several 3-aryl-2- 
hydroxypropionic acid derivatives of general formula (Ila) and (lib) as hypolipidemic 
and hypoglycemic agents. 




Examples of these compounds are shown in formula (II c) and (II d) 
BnO^ ^ ^ COOH 
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ii) International Patent Applied, WO 95/03038 and WO 96/04260 
disclose compounds of fonnula (II e ) "wugu 

ch 3 f ^Y^x' C00H 

Ra -"^- 0 XJ H OCH 2 R b {,Ie) 
wherein Ra repreS ents 2-benzoxazolyl or 2- Pyridyl md R o „ ^ ^ 
orCH 3 . Atypicalexampleis 0^4^^^ ' 

ethoxyJphenylK^^^-trifluoroethox^propanoic acid (II f). 

.COOH 

^ V OCH 2 CF 3 ^ 

W095/!L4drT PatentA " 

WO 95/17394 disclose the compounds of general formula (II g) 

o A J X ~(CH 2 ) n O — A 2 — A 3 — Y ' R 2 (Hg) 

wheremAlrepresentaromaticheterocycle,A2„ 

represents moiety of formula (CH^-CH^OR'), wherein Rl represents alky! 

groups,misanmte g erofl-5; X represents S ubstimtedorun^^ Y 
represents C=0 or OS, R 2 represents OR 3 where R 3 mav h u a 
„ ■ wnereR ma y be hydrogen, alkyl,aralkvl 

or aryl group and n is an integer of 2-6 An e^mni.^ ^araucyl, 
formuladlh) 2 6 ' ^ exam P le «f these compounds is shown in 

a. N ch 3 ^v^V" 0020 ^ 0 ^ 

aih) 

Summary ,f ft. Tn»..,«..- 

With an objective to devdop noveI fo choIeste 

to inched ,eve, of Hpid, ^eto^ ^ ^ 
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or prophylaxis of ieptin resistance and complications thereof, hypertension, 
atherosclerosis and coronary artery diseases with better efficacy, potency and lower 
toxicity, we focussed our research to develop new compounds effective in the 
treatment of above mentioned diseases. Effort in this direction has led to compounds 
having general formula (I). 

The main objective of the present invention is therefore, to provide novel (J- 
aryl-a-oxysubstituted alkylcarboxylic acids, their derivatives, their analogs, their 
tautomeric forms, their stereoisomers, their polymorphs, their phaimaceutically 
acceptable salts, and their pharmaceutically acceptable solvates and pharmaceutical 
compositions containing them, or their mixtures. 

Another objective of the present invention is to provide novel p-aryl-cc-oxy- 
substituted alkylcarboxylic acids, their derivatives, their analogs, their tautomeric 
forms, their stereoisomers, their polymorphs, their pharmaceutically acceptable salts, 
and their pharmaceutically acceptable solvates and pharmaceutical compositions 
containing them or their mixtures which may have agonist activity against PPARa 
and/or PPARy, and may inhibit HMG CoA reductase, in addition to agonist activity 
against PPARa and/or PPARy. 

Another objective of the present invention is to provide novel P-aryl-a-oxy- 
substituted alkylcarboxylic acids, derivatives, their analogs, their tautomeric forms, 
their stereoisomers, their polymorphs, their pharmaceutically acceptable salts, and 
their pharmaceutically acceptable solvates and pharmaceutical compositions 
containing them or their mixtures having enhanced activities, without toxic effect or 
with reduced toxic effect 

Yet another objective of the present invention is to produce a process for the 
preparation of novel P-aryl-a-oxysubstituted alkylcarboxylic acids of the formula (I) 
as defined above, their derivatives, their analogs, their tautomeric forms, their stereo- 
isomers, their polymorphs, their pharmaceutically acceptable salts and their pharma- 
ceutically acceptable solvates. 

Still another objective of the present invention is to provide pharmaceutical 
compositions containing compounds of the general formula (I), their analogs, their 
derivatives, their tautomers, their stereoisomers, their polymorphs, their salts, solvates 



0 
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or their mixtures in combination with suitable carriers, solvents, diluents and other 
media normally employed in preparing such compositions. 

A further objective of the present invention is to.provide novel intermediates a 
process for preparation of the intermediates and a process for the preparation of novel 
Mryl-a-oxysubstituted alkylcarboxylic acids of formula (I), their derivatives their 
analogs, their tautomers their stereoisomers, their polymorphs, their pharmaceltically 
acceptable salts and meir pharmaceutical* acceptable solvates using the intermediate, 
Detailed Descrintion of ih» Tn„„» %n 
P-aryl a-oxysubstituted propionic acids, their derivatives and their analogs of 
the present invention have the general formula (I) 

X 



^T(CH^-0-Ar4R^ 

R*</ YR? 



where X represents O or S; the groups Rl, R 2 wd group r3 when ^ ^ 

carbon atom, may be same or different ^.represent hydrogen, halogen, hydroxy, 
mtro, cyano, formyl or unsubstituted or substituted groups selected from alkyl, cyclo- 
alkyl, alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, arallcoxy, heterocyclyl, heteroaryl 
heteroaralkyl, heteroaryloxy, heteroarallcoxy, acyl, acyloxy, hydroxyalkyl, amino ' 
acylamino, monoalkylamino, diaJkylamino, arylamino, aralkylamino, aminoalkyl' 
alkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl ' 
aralkoxyalkyl, alkylthio, thioalkyl, aIkoxycarbony,amino, aryloxycarbonylamino 
aralkoxycarbonylamino, carboxylic acid or its derivatives, or sulfonic acid or its ' 
derivatives;orRl,R2 aIongwiththeadjacent atoms to which they are attached may 
form a 5-6 membered substituted or unsubstituted cyclic structure containing carbon 
atoms with one or more double bonds, which may optionally contain one or two 
heteroatoms selected from oxygen, nitrogen and sulfur; R 3 when attached to nitrogen 
atom represents hydrogen, hydroxy, formyl or unsubstituted or substituted groups 
selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl 
heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, amino, acylamino, mono' 
alkylamino, dialkylarnino, arylamino, aralkylamino, aminoalkyl, aryloxy, aralkoxy 

heteroaryloxy, heteroaralkoxv. allranmut. — i _..„.'_ ... 

. . , vtt a.jr juAycaroonyj, aralkoxycarbonyl, 
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alkoxyalkyl, aiyloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl groups, carboxylic acid 
derivatives, or sulfonic acid derivatives; the linking group represented by -(CH2) n -0- 
may be attached either through nitrogen atom or through carbon atom where n is an 
integer ranging from 1 - 4; Ar represents an unsubstituted or substituted divalent 
single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, hydroxy, 
alkoxy, halogen, lower alky], unsubstituted or substituted aralkyl group or forms a 
bond together with the adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, 
halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 forms a 
bond together with R 4 ; R 6 may be hydrogen, or unsubstituted or substituted groups 
selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxy- 
carbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, 
heteroaralkyl groups, with a provision that R 6 does not represent hydrogen when R 7 
represents hydrogen or lower alkyl group; R 7 may be hydrogen or unsubstituted or 
substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, hetero- 
aryl, or heteroaralkyl groups; Y represents oxygen or NR 8 , where R 8 represents 
hydrogen or unsubstituted or substituted groups selected from, alkyl, aryl, hydroxy- 
alkyl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups; R 7 and R 8 together 
may form a substituted or unsubstituted 5 or 6 membered cyclic structure containing 
carbon atoms, which may optionally contain one or two heteroatoms selected from 
oxygen, sulfur or nitrogen. 

Suitable groups represented by R 1 , R 2 and the group R 3 when attached to 
carbon atom may be selected from hydrogen, halogen atom such as fluorine, chlorine, 
bromine, or iodine; hydroxy, cyano, nitro, formyl; substituted or unsubstituted 
(Ci-Ci 2 )alkyl group, especially, linear or branched (CrC 6 )a]kyl group, such as methyl, 
ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, t-butyl, n-pentyl, iso-pentyl, hexyl and 
the like; cyclo(C 3 -C 6 )alkyl group such as cyclopropyl, cyclobutyl, cyclopentyl, cyclo- 
hexyl and the like, the cycloalkyl group may be substituted; cyclo(C 3 -C 6 )alkoxy group 
such as cyclopropyloxy, cyclobutyloxy, cyclopentyloxy, cyclohexyloxy and the like, 
the cycloalkoxy group may be substituted; aryl group such as phenyl or naphthyl, the 
aryl group may be substituted; aralkyl such as benzyl or phenethyl, CsHsCHaCI^CHa, 
naphthylmethyl and the like, the aralkyl group may be substituted and the substituted 
aralkyl is a group such as CH 3 C 6 H 4 CH2, Hal-C 6 H4CH 2 , CH3OQH4CH2, 
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CH 3 OC 6H4 CH 2 CH 2 and the like; heteroaryl group such as pyridyl, thienyl, furyl 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, oxadiazolyl, tetrazolyl, benzopyranyl ' 
benzofurany, and the like, the heteroaryl group may be substituted; heterocyclyl 
groups such as aziridinyl, pyrrolidinyl, morpholinyl, piperidinyl, piperazinyl and the 
5 like, the heterocyclyl group may be substituted; aralkoxy group such as benzyloxy 
phenethyloxy, naphthylmethyloxy, phenylpropyloxy and the like, the aralkoxy group 
may be substituted; heteroaralkyl group such as furanmethyl, pyridinemethyl 
oxazolemethyl, oxazolethyl and the like, the heteroaralkyl group may be substituted- 
aralkylamino group such as C^CH.NH, C 6 H S CH 2 CH 2 NH, C 6 H 5 CH 2 NCH 3 and the 
10 hke, which may be substituted; alkoxycarbonyl such as methoxycarbonyl or ethoxy- 
carbonyl, which may be substituted; aryloxycarbonyl group such as unsubstituted or 
substituted phenoxycarbonyl, naphthyloxycarbonyl and the like; aralkoxycarbonyl 
group such as benzyloxycarbonyl, phenethyloxycarbonyi, naphthylmethoxycarbonyl 
and the like, which may be substituted; (C.-C^alkylamino group such as NHCH 3 
» NHC 2 H 5 , NHC 3 H 7 , NHC 6 H 13 and the like; which may be substituted (C, -C 6 )dialkyl- 
amino group such as N(CH 3 ) 2 , NCH 3 (C 2 H 3 ); and the like, which may be substituted- 
alkoxyalkyl group such as methoxymethyl, ethoxymethyl, methoxyethyl, ethoxyethyl 
and the like, which may be substituted; aryloxyalky, group such as C 6 H 5 OCH 2 
Q>H 5 OCH 2 CH 2 , naphthyloxymethyl and the like, which may be substituted- 
aralkoxyalkyl group such as C 6 H 5 CH 2 OCH 2 , C 6 H 5 CH 2 OCH 2 CH 2 and the like, which 
may be substituted; heteroaryloxy and heteroaralkoxy, wherein heteroaryl and hetero- 
aralkyl moieties are as defmed earlier and may be substituted; aryloxy group such as 
^henoxy, naphthyloxy, the aryloxy group may be substituted; arylamino group such as 
HNQH5, NCH 3 (C6H 5 ), NHC6H4CH 3 , NHC 6 H4-Hal and the like, which may be 
subsututed; amino group which may be substituted; amino(C r C 6 )alkyl which may be 
substituted; hydroxy C C r C 6 )alkyl which may be substituted; (Q-C^alkoxy such as 
methoxy, ethoxy, propyloxy, butyloxy, iso-propyloxy and the like, which may be 
substituted; ttio( Cl -Chalky, which may be substituted; (Q-C 6 )alkylthio which may be 
substxtuted; acyl group such as acetyl, propionyl or benzoyl, the acyl group may be 
substituted; acylamino groups such as NHCOCH 3 , NHCOC 2 H 5 NHCOC 3 H 7 
NHCOCtf, which may be substituted; aralkoxycarbonylamino group such as 
NHCOOGH 2 C 6 H 5 , NHCOOCH.CH.C^, N(CH 3 ,COOCH,r<p, 



WO 99/08501 PCT/US98/22568 

- 11 - 

N(C 2 H 5 )COOCH 2 C 6 H5, NHCOOCH2QH4CH3, NHCOOCH2C6H4OCH3 and the like, 
which may be substituted; aryloxycarbonylamino group such as NHCOOC 6 H 5 , 
NCH 3 COOC 6 H 5 , NC 2 H 5 COOC6H 5> NHCOOC 6 H4CH 3i NHCOOQH4OCH3 and the 
like which may be substituted; alkoxycarbonylamino group such as NHCOOC 2 H 5 , 
NHCOOCH3 and the like which may be substituted; carboxylic acid or its derivatives 
such as amides, like CONH 2 , CONHMe, CONMe 2 , CONHEt, CONEt 2 , CONHPh and 
the like, the carboxylic acid derivatives may be substituted; acyloxy group such as 
OOCMe, OOCEt, OOCPh and the like which may optionally be substituted; sulfonic 
acid or its derivatives such as S0 2 NH 2 , S0 2 NHMe, S0 2 NMe 2 , S0 2 NHCF 3 and the 
like, the sulfonic acid derivatives may be substituted. 

When the groups represented by R l , R 2 and the group R 3 when attached to 
carbon atom are substituted, the substituents may be selected from halogen, hydroxy, 
nitro or unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, 
cycloalkoxy, aryl, aralkyl, aralkoxyalkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, 
acyloxy, hydroxyalkyl, amino, acylamino, arylamino, aminoalkyl, aryloxy, aralkoxy, 
alkoxycarbonyl, alkylamino, alkoxyalkyl, alkylthio, thioalkyl groups, carboxylic acid 
or its derivatives, or sulfonic acid or its derivatives. 

It is preferred that the substituents on R 1 to R 3 represent halogen atom such as 
fluorine, chlorine, bromine; hydroxy group, optionally halogenated groups selected 
from alkyl group such as methyl, ethyl, isopropyl, n-propyl, or n-butyl; cycloalkyl 
group such as cyclopropyl; aryl group such as phenyl; aralkyl group such as ben2yl; 
(Cj-C 3 )alkoxy, benzyloxy, acyl or acyloxy groups. 

Suitable cyclic structures formed by R ! & R 2 together with the carbon atoms to 
which they are attached contain 5 to 6 ring atoms. The cyclic structure formed by R 1 
and R 2 together with the carbon atoms to which they are attached may be a substituted 
or unsubstituted 5 or 6 membered cyclic structure containing carbon atoms which may 
optionally contain one or two heteipatoms selected from oxygen, nitrogen on sulfur. 
The cyclic structure may contain one or more double bonds. The cyclic structure may 
be optionally substituted phenyl, pyridyl, furanyl, thienyl, pyrTolyl and the like. 
Suitable substituents on the cyclic structure formed by R 1 & R 2 together with the 
adjacent carbon atoms to which they are attached include hydroxy, halogen atom such* 
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as chlorine, bromine and iodine; ni.ro, ^ano.'anrino, formy!, ( C,. Cj )alk yI , fta 
alkoxy, thioalkyl, and alkylthio groups. 

Suitable R 3 when attached to nitrogen atom is selected from hydrogen 
hydroxy, formyl; substituted or unsubstituted (C,C J2 )alk y l group, especially, 'linear or 
5 branched (C.-C 6 )alkyl group, such as methyl, ethyl, n - P ropyl, isopropyl, n-butyl iso- 
butyl, t-butyl, n-pentyl, isopentyl, hexyl and the like; cyclo(C 3 -C 6 )alkyl group such as 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and the like, the cycloalkyl group 
may be substituted; cyclo ( C 3 -C 6 )alkoxy group such as cyclopropyloxy, cyclobutyloxy 
cyclopentyloxy, cyclohexyloxy and the like, the cycloalkoxy group may be 
) substituted; aryl group such as phenyl or naphthyl, the aryl group may be substituted- 
aralkyl such as benzyl or phenethyl, C 6 H 5 CH 2 CH 2 CH 2 , naphthylmethyl and the like ' 
the aralkyl group may be substituted and the substituted aralkyl is a group such as ' 
CH3C 6H4 CH 2 , Hal-C 6 H,CH 2 , CH 3 OC 6 H,CH 2 , C^OC^CH.CH, and the like- 
heteroaryl group such as pyridyl, thienyl, furyl, prolyl, oxazolyl, thiazolyl 
umdazolyl, oxadiazolyl, tetrazolyl, benzopyranyl, benzofuranyl and the like the 
heteroaryl group may be substituted; heterocyclyl groups such as aziridinyl 
pynolidinyl, morpholinyl, piperidinyl, piperazinyl and the like, the heterocyclyl group 
may be substituted; aralkoxy group such as benzyloxy, phenethyloxy, naphthyl- 
methyloxy, phenylpropyloxy and the like, the aralkoxy group may be substituted- 
heteroaralkyl group such as furanmethyl, pyridinemethyl, oxazolemethyl, oxazolethyl 
and the like, the heteroaralkyl group may be substituted; aralkylamino group such as 
C 6 H 5 CH 2 NH, QH 3 CH 2 CH 2 NH, C 6 H 5 CH 2 NCH 3 and the like, which may be 
substatuted; alkoxycarbonyl such as methoxycarbony. or ethoxycarbony. which may be 
substituted; aryloxycarbonyl group such as unsubstituted or substituted phenoxy- 
carbonyl, naphthyloxycarbonyl and the like; aralkoxycarbonyl group such as 
benzyloxycarbonyl, phenethyloxycarbonyl, naphthylmethoxycarbonyl and the like 
winch may be substituted; (C.-QJalkylamino group such as NHCH 3 , N(CH 3 ) 2 
NCH 3 (C 2 H 5 ), NHC 2 H S , NHC 3 H 7 , NHC 6 Hi 3 and the like, which may be substituted- 

(CrC^alkylamino group N(CH 3)2 , NCH 3 (C 2 H 5 ) and the like, which may be 
substituted; alkoxyalkyl group such as methoxymethyl, ethoxymethyl, methoxyethyl 
ethoxyethyl and the like, which may be substituted; aryloxyalkyl group such as ' 
C 6 H S 0CH 2 , C 6 H 5 OCH 2 CH 2 , naphthyloxymethyl and the like, whkh be 
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substituted; aralkoxyalkyl group such as C 6 H 5 CH 2 OCH 2 , C 6 H 5 CH 2 OCH 2 CH 2 and the 
like, which may be substituted; heteroaryloxy and heteroaralkoxy, wherein the hetero- 
aryl and the heteroaralkyl moieties are as defined earlier and may be substituted; 
aryloxy group such as phenoxy, naphthyloxy, and the like the aryloxy group may be 
substituted; arylamino group such as HNC 6 H S) NCH 3 (C 6 H 5 ), NHC6H4CH3, NHC 6 H 4 - 
Hal and the like, which may be substituted; amino group which may be substituted; 
amino(C]-C 6 )alkyl which may be substituted; hydroxy(C|-C 6 )alkyl which may be 
substituted; (Ci-C 6 )alkoxy such as methoxy, ethoxy, propyloxy, butyloxy, iso- 
propyloxy and the like which may be substituted; thio(C,-C 6 )alkyl which may be 
substituted; (d-C 6 )alkylthio which may be substituted; acyl group such as acetyl, 
propionyl or benzoyl and the like, the acyl group may be substituted; acylamino 
groups such as NHCOCH3, NHCOC 2 H s , NHCOC 3 H 7 , NHCOCfiHs which may be 
substituted; carboxylic acid derivatives such as amides, like CONH 2 , CONHMe, 
' CONMe 2 , CONHEt, CONEt 2 , CONHPh and the like, the carboxylic acid derivatives 
may be substituted; acyloxy group such as OOCMe, OOCEt, OOCPh and the like 
which may be substituted; sulfonic acid derivatives such as S0 2 NH 2 , S0 2 NHMe, 
SC^NMe?, S0 2 NHCF 3 and the like, the sulfonic acid derivatives may be substituted. 

When the groups represented by R 3 attached to nitrogen are substituted, 
preferred substituents may be selected from halogen such as fluorine, chlorine; 
hydroxy, acyl, acyloxy, and amino groups. 

n is an integer ranging from 1-4. It is preferred that n be 1 or 2. 
Suitable groups represented by Ar include substituted or unsubstituted groups 
selected from divalent phenylene, naphthylene, pyridyl, quinolinyl, benzofuryl, 
dihydrobenzofuryl, benzopyranyl, indolyl, indolinyl, azaindolyl, azaindolinyl, 
pyrazolyl, benzothiazolyl, benzoxazolyl and the like. The substituents on the group 
represented by Ar may be selected from substituted or unsubstituted linear or branched 
(C|-C 6 )alkyl, (Q-C 3 )alkoxy, halogen, haloalkyl, haloalkoxy, acyl, amino, acylamino, 
thio or carboxylic or sulfonic acids and their derivatives. 

It is preferred that Ar represents substituted or unsubstituted divalent 
phenylene, naphthylene, benzofuryl, indolyl, indolinyl, quinolinyl, azaindolyl, 
azaindolinyl, benzothiazolyl or benzoxazolyl. 
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It is more preferred that Ar is represented by divalent phenylene or 
naphthylene, which may be unsubstituted or substituted by methyl, halomethyl, 
methoxy or halomethoxy groups. 

Suitable R 4 includes hydrogen, lower alkyl groups such as methyl, ethyl or 
S propyl; hydroxy, (C 1 -C 3 )alkox y ; halogen atom such as fluorine, chlorine, bromine, or 
iodine; aralkyl such as benzyl, phenethyl, which may be unsubstituted or substituted or 
R 4 together with R 5 represent a bond. 

Suitable R 5 may be hydrogen, lower alkyl groups such as methyl, ethyl or 
propyl; hydroxy, (C,-C 3 )alkoxy; halogen atom such as fluorine, chlorine, bromine, 
iodine; acyl group such as linear or branched (C 2 -C I0 )acyl group such as acetyl, 
propanoyl, butanoyl, pentanoyl, benzoyl and the like; aralkyl such as benzyl, 
phenethyl, which may be unsubstituted or substituted or together with R 4 forms a 
bond. 

When R 4 or ^represents substituted aralkyl, the preferred substituents are 
hydroxy, halogen, alkyl and alkoxy. 

It is preferred that R 4 and R 5 represent hydrogen atom or R 4 and R 5 together 
represent a bond. 

Suitable groups represented by R 6 may be selected from hydrogen, substituted 
or unsubstituted, linear or branched (C.-C^alkyl, preferably (C,-C l2 )alkyl group such 
as methyl, ethyl, n -propyI, iso-propyl, n-butyl, iso-butyl, pentyl, hexyl, octyl and the 
like; (C 3 -C 7 )cycloalkyl group such as cyclopropyl, cyclobutyl, cyclopentyl, cyclo- 
hexyl, and the like, the cycloalkyl group may be substituted; aryl group such as phenyl, 
naphthyl, the aryl group may be substituted; heteroaryl group such as pyridyl, thienyl, ' 
furyl and the like, the heteroaryl group may be substituted; heteroaralkyl group such Js 
furanmethyl, pyridinemethyl, oxazolemethyl, oxazolethyl and the like, the hetero- 
aralkyl group may be substituted; aralkyl group wherein the alkyl moiety may contain 
C,-C 6 atoms such as benzyl and phenethyl etc, wherein the aryl moiety may be 
substituted; heterocyciyl group such as aziridinyl, pyrrolidinyl, piperidinyl and the 
like, the heterocyciyl group, may be substituted; (C.-C^alkoxy^.-C^alkyl group such 
as methoxymelfcyl, ethoxymethyl, methoxyethyl, ethoxypropyl and the like, the 
alkoxyalkyl group may be substituted; substituted or unsubstituted, linear or branched 
(C 2 -C 1<; )acvl group such as acetyl, propanoyl, butanoyl, benzoyl, octanoyl, decanoyl 
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and the like; (C,-C 6 )alkoxycarbonyl, the alky] group may be substituted; aryloxy- 
carbonyl such as phenoxycarbonyl, naphthyloxycarbonyl, the aryl group may be 
substituted; (C,-C 6 )alkylaminocarbonyl, the alkyl group may be substituted; aryl- 
aminocarbonyl such as PhNHCO, or naphthyiaminocarbonyl, the ary] moiety may be 
substituted. The substituents may be selected from halogen, hydroxy, or nitro or 
unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, cyclo- 
alkoxy, aryl, aralkyl, aralkoxyalkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, 
acyloxy, hydroxyalkyl, amino, acylamino, arylamino, aminoalkyl, aryloxy, alkoxy- 
carbonyl, alkylamino, alkoxyalkyl, alkylthio, thioalkyl groups, carboxylic acid or its 
derivatives, or sulfonic acid or its derivatives . 

Suitable groups represented by R 7 may be selected from hydrogen, substituted 
or unsubstituted, linear or branched (C,-C I6 )alkyl, preferably (C,-C I2 )alkyl group such 
as methyl, ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, pentyl, hexyl, octyl and the 
like; (C 3 -C 7 )cycloalkyl such as cyclopropyl, cyclopentyl, cyclohexyl and the like, the 
cycloalkyl group may be substituted; aryl group such as phenyl, naphthyl, the aryl 
group may be substituted; heteroaryl group such as pyridyl, thienyl, fury! and the like, 
the heteroaryl group may be substituted; heteroaralkyl group such as furanmethyl, 
pyridinemethyl, oxazolemethyl, oxazolethyl and the like, the heteroaralkyl group may 
be substituted; aralkyl group such as benzyl and phenethyl, the aralkyl group may be 
substituted; heterocyclyl group such as aaridinyl, pyrrolidinyl, piperidinyl and the 
like, the heterocyclyl group may be substituted. The substituents on R 7 may be 
selected from halogen, hydroxy, nitro or unsubstituted or substituted groups selected 
from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, aralkoxyalkyl, heterocyclyl, 
heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, amino, acylamino, arylamino, 
aminoalkyl, aryloxy, aralkoxy, alkoxycarbonyl, alkylamino, alkoxyalkyl, alkylthio, 
thioalkyl groups, carboxylic acid or its derivatives, or sulfonic acid or its derivatives. 

Suitable groups represented by R 8 may be selected from hydrogen, substituted 
or unsubstituted, linear or branched (C,-C, 6 )alkyl, preferably (d-d 2 )alkyl; hydroxy 
(d-C 6 )alkyl; aryl group such as phenyl, naphthyl; aralkyl group such as benzyl and 
phenethyl; heterocyclyl group such as aziridinyl, pyrrolidinyl, piperidinyl, and the like; 
heteroaryl group such as pyridyl, thienyl, furyl and the like; or heteroaralkyl group 
such as furanmethyl, pyridinemethyl, oxazolemethyl, oxazolethyl and the like. 
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The cyclic structure formed by R 7 andR 8 together with the carbon atoms to 
which they are attached may be a substituted or unsubstituted 5 or 6 membered cyclic 
structure containing carbon atoms which may optionally contain one or two hetero- 
atoms selected from oxygen, nitrogen or sulfur. The cyclic structure may contain one 
5 or more double bonds . 

Suitable ring structures formed by R 7 and R 8 together may be selected from . 
pyrrohdmyl, piperidinyl, morpholinyl, piperazinyl, oxazolinyl, diazolinyl and the like 

Suitable substituents on the cyclic structure formed by R 7 and R 8 taken together 
may be selected from halogen, hydroxy, alkyl, oxo, aralkyl and the like 

For any R«, R 2 , R 3 , R«. R* r« R 7 R s ^ ^ ^ ^ ^ 
substituents are as defined above. 

Suitable n is an integer ranging from 1 to 4, preferably n represents an integer 1 

or 2. 

The compounds of formula (I) where R 6 represents hydrogen atom and R 7 
represents hydrogen or lower alkyl group have been claimed in our copending U.S 
Patent Applications 08/777,627 and 08/884,816. 

Pharmaceutical* acceptable salts forming part of this invention include salts of. 
the carboxylic acid moiety such as alkali metal salts like Li, Na, and K salts; alkaline 
earth metal salts like Ca and Mg salts; salts of organic bases such as lysine, arginine ■ 
guamdme, diethanolamine, choline, tromethamine and the like; ammonium or 
subsututed ammonium salts and aluminum salts. Salts may include acid addition salts 
where appropriate whichare, sulphates, nitrates, phosphates, perforates, borates 
hydrohalides, acetates, tartrates, maleates, citrates, succinates, palmoates, methane- 
sulphonates, benzoates, salicylates, hydroxynaphthoates, benzenesuifonates 
ascorbates, glycerophosphates, ketoglutarates and the like. Pharmaceutical* 
acceptable solvates may be hydrates or comprising other solvents of crystallization 
such as alcohols. 

Particularly useful compounds according to the present invention includes- 

(^EW-ethoxy^ 
methoxy]phenyl]propanoate; 

(±)-2-Etay-3-[^^ 
phenyljpropanoic acid; 
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(±)-Sodium 2-ethoxy-3-[4-[[3-methyI-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 

[2R, N(l S)] 2-ethoxy-3-[4-[[3-MethyI-4-oxo-3 1 4-dihydro-2-quinazolinyl] 
ethoxyjphenyl] -N-(2-hydroxy-l-phenylethyl)propanamide; . 

[2S, N(l S)] 2-ethoxy-3-[4-[[3-Methyl-4-oxo-3,4-dihydro-2-quinazolinyI] 
etfioxy]phenyl]-N-(2 -hydroxy- 1 -phenylethyl)propanaraide; 

(+)-2-Ethoxy-3-[4-[[3 -methyl-4-oxo-3,4-dihydro-2-quinazoliny 1] methoxy] 
phenyl]propanoic acid; 

(-)-2-Ethoxy-3-[4-[[3-methyM-oxo-3,4-dihydro-2-quinazolinyl]methoxy] 
phenyljpropanoic acid; 

(-O-Sodium 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 

(±)-(Morpholine-4-yl) 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2- . 
quinazolinyl]methoxy]phenyl]propanamide; 

(±)-2-Ethoxy-3-[4-[[3-me%1.4-oxo-3 > 4-dihydro-2-quinazo]inyl] methoxy] 
phenyl]-N-(2-fluorophenyl)propanamide; - 

(±)-Ethyl 2-methoxy-3-[4-[[3-me%l-4-oxo-3,4-dihydro-2^uinazoliiiyl] 
methoxy]phenyI]propanoate; 

(±)-2-Methoxy-3-[4-[[3-methyM-oxo-3,4-dihydro-2-qiunazoIinyl]m 
phenyl]propanoic acid; 

(±)-Ethyl 2-propoxy-3-[4-[[3-inethyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; . 

(±)-2-Propoxy-3-[4-[[3-methyl-4-oxo-3 s 4-dihydro-2-quinazolinyl] methoxy] 
phenyl]propanoic acid; 

[2S, N(1S)] 2-propoxy-3-[4-[[3-methyl-4-oxo-3 J 4-dihydro-2-quinazolinyl] 
methoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

[2R, N(1S)] 2-PropoxyO-[4-[[3-methyl-4-oxo-3,4~dihydro-2-quinazolinyl] 
methoxy]phenyl]-N-(2-hydroxy- 1 -phenylethyl)propanamide; 

(±)-Ethyl 2-(n-butoxy)-3-[4-[[3-methyl-4-oxo-3 J 4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 
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(±)-2-(n-Butoxy)-3-[4-[[3-methyl-4-ox9-3 ) 4-dihydro-2-quina 2 olinyl] methoxy] 
phenyl]propanoic acid; 

(±).Ethyl2-(n-octyloxy)-3-[4-[[3-methyl-4-oxo-3 ) 4-dihydro-2-quinazolinyl] 
methoxy]phenyI]propanoate; 

(±)-Ethyl2-benzyIoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-q U inazolinyI] 
methoxyjphenyl] propanoate; 

(±)-2-Benzyloxy-3-[4-[[3-methyl-4-oxo-3 ) 4-dihydro-2-quinazolinyl]methoxyJ 
phenyljpropanoic acid; 

(±)-EthyI 2-phenoxy 3-[4-[[3-m e thyI-4-oxo^3,4-dihydro-2-quma2olinyl] 
methoxy]phenyl]propanoate; 

(±)-2-Phenoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quina2olinyl] methoxy] 
phenyl] propanoic acid; 

(±)-Ethyl 2-(2-methoxyethoxy)-3-[4-[[3-methyl-4-oxo-3 J 4-dihydro-2- 
quina2»linyl]methoxy]phenyl]propanoate; 

(±)-2-(2-Memoxyethoxy),3-[4-[[3- m emyl-4-oxo-3,4-dihydro-2-qumazoIinyl] 
methoxy]phenyl]propanoic acid; . 

(±)-Ethyl 2-ethoxy-3-[4-[2-[2-ethyI-4-oxo-3 ) 4-dihydro-3-quinazolinyI] ethoxy] 
phenyl]propanoate; 

(±).2-Ethoxy-3-[4-[2-[2-e%l-4-oxo-3 J 4-dmydro-3-quinazolinyl] ethoxy] 
phenyljpropanoic acid; 

[2R,N(lS)]2-e&oxy-3-[4-[2-[2-emyl^oxoOAdihydro-3-quina2olinyl] - 
ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

[2S, N(1S)] 2-ethoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3-quinazolinyl] 

ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

(+) ^-Ethoxy-S-^-P-P-e^W-oxo-S.^dihydro-S-quinazoUnyl] ethoxy] ' 
phenyljpropanoic acid; 

«-2-Emoxy-3-[4-[2^2-ethyl-4K)xo-3,4-dihydro-3-quina 2 olinyl] ethoxy] 
phenyljpropanoic acid; 

(+)-EthyI 2-ethoxy-3-[4-[2-[2-e%l-4.oxo-3,4-dihydro-3-quinazolinyl] ethoxy] 
phenyI]propanoate; 
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(-)-Ethyl 2-ethoxy-3-[4-[2-[2-ethyl-4-oxo-3 J 4-dihydro-3-quinazolinyl] ethoxy] 
phenyI]propanoate; 

(±)-EthyI 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quina2olinyl] 
ethoxyjphenyljpropanoate; 

(±)-2-Ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quina2o]inyl] ethoxy) 
phenyljpropanoic acid; 

[2R,N(1S)] 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

[2S, N(lS)]2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3 > 4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]-N-(2-hydroxy- 1 -phenylethyl)propanamide; 

(+) ^-Ethoxy-S-^-p-P-metfayM-oxo-S^-dihydro-S-quinazolinyl] ethoxy] 
phenyl]propanoic acid; 

(-)-2-Ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] ethoxy] 
phenyljpropanoic acid; 

(+)-EthyI 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3 J 4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]propanoate; 

(-)-Ethyl-2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]propanoate; 

(±)-Ethyl 2-ethoxy-3-[4-[2-[4-oxo-3,4-dihydro-3-quinazolinylJ ethoxy] 
phenyl]propanoate; 

(±)-2-Ethoxy-3-[4-[2-[4-oxo-3,4-dihydro-3-quinazolinyl]ethoxy]p phenyl] 
propanoic acid; 

(±)-Ethyl 2-phenoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]propanoate; 

(±)-2-Phenoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dmydro-3-quinazolinyl] ethoxy] 
phenyljpropanoic acid; 

(±)-Ethyl2-phenoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]propanoate; 

(+>2-Phenoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] ethoxy] 
phenyljpropanoic acid; 
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( ± >E%12-ethoxy-3.[4-[2.[2^ 
phenyljpropanoate; 

( ± )-2-Ethoxy-3-[4-[2-[2-ethyl-4. m ethyl-6-oxo-I- P yri m idinyl] ethoxy] phenyl] 
propanoic acid; 

5 (±)-Ethyl 2-ethoxy-3-[4-[[3-phenyl-4-oxo-3 ) 4-dihydro-2-quina Z olinyl] 

methoxy]phenylJpropanoate; 

( ± )-2-Ethoxy-^ ethoxy] 
propanoic acid; 

(±)-Ethyl 2-ethoxy-3-[4-[[3- P henyl^ XO -3 J 4-dihydro-2-quinazolinylJ 
3 methoxy]phenyl]propanoate; 

( ± )-2-Ethoxy-3-[4-[[3-phenyl^oxo-3,4Hiihydro-2^uin^ 
phenyljpropanoic acid; 

(±)-Ethyl2^thoxy^ 

quinazolinyljmethoxyjphenyljpropanoate; 

(±)- 2-Ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-6 ,7-dimethoxy-2- 
quinazolinyljmethoxy] phenyl]propanoic acid; 

(±)-Ethyl 2-ethoxy-3-[4-[[3-(4-methylphenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyljmethoxy] phenyljpropanoate; 

(±>-2-Ethoxy-3^^ 
ethoxy] phenyl]propanoic acid; 

(±)-Ethyl2-ethoxy-3-[4-[[3-(4-methoxyphenyl)-4-oxo-3 ) 4-dihydro-2- 
quinazoIinyl]methoxy] phenyljpropanoate; 

(±>2-Ethoxy-3-[4-[^ 
methoxyjphenyljpropanoic acid; 

(^-Ethy^thoxy^-^^ 
methoxyjphenyljpropanoate; 

(±)-2-Ethoxy-3-[4-[[3-^^ methoxy] 
phenyljpropanoic acid; 

(±)-Ethyl ^ethoxy-S-^fp^-chlorophenylH-oxo-S^dihydro-^ 
quinazolinyljmethoxyjphenyljpropanoate; 
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(±)-2-Ethoxy-3-[4-[[3-(3-cWoroph^ 
methoxy]phenyl]propanoic acid; 

(±)-Ethyl 2-ethoxy-3-[4-[[3-(3-chloro-4-fluorophenyl)-4K>xo-3,4-dihydro-2- 
quinazolinyl]methoxy]phenyl]propanoate; and 

5 (±)-2-Ethoxy-3-[4^[3<3-cMoro-4-fluorophenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyl]methoxy]phenyl]propanoic acid. 

According to a feature of the present invention, the compound of general 
formula (I) where R 4 and R 5 together represent a bond , Y represents an oxygen atom, 
R , R z , R J , R°, R\ X, n and Ar are as defined earlier, can be prepared by any of the 
10 following routes shown in Scheme-I below. 
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Route (1): The reaction of a compound of the general formula (Ilia) where all 
symbols are as defined earlier with a compound of formula (Illb) where R 6 and R 7 are 



WO 99/08501 PCT/US98/22568 

-22- 

as defined earlier excluding hydrogen and R 9 represents (Ci-C 6 )alkyl, to yield 
compound of general formula (I) where R 6 and R 7 are as defined above excluding 
hydrogen and all other symbols are as defined above may be carried out in the 
presence of a base such as alkali metal hydrides like NaH, or KH or organolithiums 
like CH3L1, BuLi and the like or alkoxides such as NaOMe, NaOEt, K + BuO~ or 
mixtures thereof. The reaction may be carried out in the presence of solvents such as 
THF, dioxane, DMF, DMSO, DME and the like or mixtures thereof. HMPA may be 
used as a cosolvent. The reaction temperature may range from -78°C to 50°C, 
preferably at a temperature in the range of -10°C to 30°C. The reaction is more 
effective under anhydrous conditions. The compound of general formula (Illb) may be 
prepared by Arbuzov reaction. . 

Alternatively, the compound of formula (I) may be prepared by reacting the 
compound of formula (Ilia) where all symbols are as defined earlier with Wittig 
reagents such as HalTh 3 P + CH-(OR 6 )C0 2 R 7 under similar reaction conditions as 
described above. 

Route (2): The reaction of a compound of general formula (IIIc) where all 
symbols are as defined earlier with a compound of general formula (Illd) where R 4 and 
R 5 together represent a bond and all symbols are as defined earlier and L 1 is a leaving 
group such as halogen atom, p-toluenesulfonate, methanesulfonate, trifluoromethane- 
sulfonate and the like, preferably a halogen atom to produce a compound of general 
formula (I) where -(CH 2 )„- linker group is attached through the nitrogen atom and all 
other symbols are as defined above may be carried out in the presence of solvents such 
as DMSO, DMF, DME, THF, dioxane, ether and the like or a combination thereof. 
The reaction may be carried out in an inert atmosphere which may be maintained by 
using inert gases such as N2, Ar, or He. The reaction may be effected in the presence 
of a base such as alkalis like sodium hydroxide, or potassium hydroxide, alkali metal 
carbonates like sodium carbonate, or potassium carbonate; alkali metal hydrides such 
as sodium hydride or potassium hydride; organometallic bases like n-butyl lithium, 
alkali metal amides like sodamide or mixtures thereof. The amount of base may range 
from 1 to 5 equivalents, based on the amount of the compound of formula (IIIc), 
preferably the amount of base ranges from 1 to 3 equivalents. Phase transfer catalysts 
such as tetraalkylammonium halide or hydroxide may be added. Additives such as 



WO 99/08501 ' PCT/US98/22568 

-23- 

alkali metal halides such as LiBr may be added. The reaction may be carried out at a 
temperature in the range of 0°C to 150°C, preferably at a temperature in the range of 
1 5°C to 100°C. The duration of the reaction may range from 0.25 to 48 hours, 
preferably from 0.25 to 12 hours. 

. Route (3) : The reaction of compound of general formula (Ille) with a 
compound of general formula (Illf) where R 4 , R 5 together represent a bond, L 2 is 
halogen, -OH, -OR 10 , -0-C(=0)-OR 10 , where R 10 is (Cj-C 5 )alkyl and other symbols 
are as defined earlier, to produce a compound of general formula (I) where -(CH 2 ) n - 
linker group is attached through the carbon atom and all other symbols are as defined 
above may be carried, out in the presence of solvents such as xylene, toluene, THF, 
dioxane, acetic acid, DMF, DMSO and the like or mixtures thereof The reaction may 
be carried out in an inert atmosphere which 

may be maintained by using inert gases such as N2, Ax or He. The reaction may be 
carried out at a temperature in the range of 50°C to 200°C, preferably at a temperature 
in the range of 609 C to 1 80°C. The reaction may be effected in the presence or in 
absence of a base or an acid. The nature of the base or the acid is not critical. 
Examples of such bases include organic bases such as pyridine, lutidine, triethyl 
amine, diisopropylethyl amine and the like, and metal carbonates such as K2CO3, or 
Na2C03. Examples of acids include organic acids such as AcOH, C2H5COOH, 
butyric acid, trifluoroacetic acid, p-toluenesulfonic acid, benzenesulfonic acid and the 
like, and mineral acids such as HCI, HBr etc. The duration of the reaction may range 
from 0.25 to 48 hours, preferably from 0.50 to 1 8 hours. This process is preferably 
used for the preparation of a compound of formula (I) wherein R 1 and R 2 together 
represent a cyclic structure defined earlier. 

Route (4) : The reaction of a compound of the general formula (Ilia) where all 
symbols are as defined earlier, with a compound of formula (Illg) where R 5 is 
hydrogen and all other symbols are as defined earlier may be carried out in the 
presence of a base. The nature of the base is not critical. Any base normally employed 
for aldol condensation reaction may be employed; bases like metal hydride such as 
NaH, or KH; metal alkoxides such as NaOMe, t-BuO"K + , or NaOEt; or metal amides 
such as LiNH 2 ,LiN(ipr) 2 may be used. Aprotic solvents such as THF, ether, dioxane 
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may be used. The reaction may be carried out in an inert atmosphere which may be 
maintained by using inert gases such as N2, Ar, or He and the reaction is more 
effective under anhydrous conditions. Temperature in the range of -80°C to 35°C may 
be used. The P-hydroxy product initially produced may be dehydrated under 
conventional dehydration conditions such as treating with PTSA in solvents such as 
benzene or toluene. The nature of solvent and dehydrating agent is not critical. 
Temperature in the range of 20°C to reflux temperature of the solvent used may be 
employed, preferably at reflux temperature of the solvent by continuous removal of 
water using a Dean Stark water separator. 

Route (5): The reaction of compound of formula (Illh) where all symbols are as. 
defined earlier and L 1 represents a leaving group such as halogen atom, p-toluene- 
sulfonate, methanesulfonate, trifluoromethanesulfonate and the like, preferably a 
halogen atom with compound of formula (Illi) where R 4 and R 5 together represent a 
bond and all other symbols are as defined earlier to produce a compound of the 
formula (I) defined above may be carried out in the presence of aprotic solvents such 
as THF, DMF, DMSO, DME and the like or mixtures thereof. The reaction may be 
carried out in an inert atmosphere which may be maintained by using inert gases such 
as N2, Ar, or He. The reaction may be effected in the presence of a base such as 
K2CO3, Na2C03 or NaH or mixtures thereof. Acetone may be used as solvent when 
Na 2 CC>3 or K2CO3 is used as a base. The reaction temperature may range from 0°C- ' 
120°C, preferably at a temperature in the range of 30°C-100°C. The duration of the 
reaction may range from 1 to 24 hours, preferably from 2 to 12 hours. The compound 
of formula (Illi) can be prepared according to known procedure by a Wittig Homer 
reaction between the hydroxy protected aryl aldehyde such as benzyloxyaiyl aldehyde 
and compound of formula (Illb), followed by deprotection. 

Route (6): The reaction of compound of general formula (Illj) where all 
symbols are as defined earlier with a compound of general formula (Illi) where R 4 and 
R 5 together represent a bond and all symbols are as defined earlier may be carried out 
using suitable coupling agents such as dicyclohexyl urea, or triarylphosphine/, 
dialkylazadicarboxylate such as PPh 3 /DEAD and the like. The reaction may be earned 
out in the presence of solvents such as THF, DME, CH 2 C1 2 , CHC1 3 , toluene, 
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acetonitrile, carbon tetrachloride and the like. The inert atmosphere may be 
maintained by using inert gases such as N 2 , Ar, or He. The reaction may be effected in 
the presence of DMAP, HOBT and they may be used in the range of 0.05 to 2 
equivalents, preferably 0.25 to 1 equivalents. The reaction temperature may be in the 
5 range of 0°C to \ 00°C, preferably at a temperature in the range of 20°C to 80°C. The 
duration of the reaction may range from 0.5 to 24 hours, preferably from 6 to 12 hours, 

Route 7 : The reaction of a compound of formula (Illk) where all symbols are 
as defined earlier with a compound of formula (III1) where R 6 = R 7 and are as defined 
earlier excluding hydrogen, to produce a compound of the formula (I) where R 4 and R 5 
10 together represent a bond may be carried out neat in the presence of a base such as 
alkali metal hydrides like NaH, KH or organolithiums like CH 3 Li, BuLi and the like or 
alkoxides such as NaOMe, NaOEt, t-BuO"K + and the like or mixtures thereof. The 
reaction may be carried out in the presence of aprotic solvents such as THF, dioxane, 
DMF, DMSO, DME and the like or mixtures thereof. HMPA may be used as 
cosolvent. The reaction temperature may range from -78°C to 1 00°C, preferably at a 
temperature in the range of -10°C to 50°C. 

Route 8 : The cyclization of compound of general formula (Illm), where R 4 
and R 5 together represent a bond, R 7 is as defined earlier excluding hydrogen atom and 
all other symbols are as defined earlier to produce a compound of general formula (I), 
where -(CH 2 )n- linker group, is attached through nitrogen atom and all other symbols 
are as defined earlier may be carried out neat or in the presence of solvents such as 
xylene, toluene, THF, dioxane, acetic acid, DMF, DMSO and the like or mixtures 
thereof. The reaction may be carried out in an inert atmosphere which may be 
maintained by using inert gases such as N2, Ar or He. The reaction may be carried out 
at a temperature in the range of 50°C to 200°C, preferably at a temperature in the 
range of 60°C to 1 80°C. The reaction may be effected in the presence or in absence 
of a base or an acid. The nature of the base or the acid is not critical. Examples of 
such bases include organic bases such as pyridine, lutidine, triethyl amine, diiso- 
propylethyl amine and the like; metal carbonates such as K2CO3, or Na2C03. 
Examples of acids include organic acids such as AcOH, C2H5COOH, butyric acid, 
trifluoroacetic acid, p-toluenesulfonic acid, benzenesulfonic acid and the like, or 
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mineral acids such as HCI, HBr etc. The duration of the reaction may range from 0.25 
to 48 hours, preferably from 0.50 to 18 hours. This process is preferably used for the 
preparation of a compound of formula (I) wherein R 1 and R 2 together represent a 
cyclic structure as defined earlier. 

In yet another embodiment of the present invention, the compound of the 
general formula (I) where R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, 
lower alkyl, or unsubstituted or substituted aralkyl group; R 5 represents hydrogen, 
hydroxy, alkoxy, halogen, lower alkyl group, acyl, or unsubstituted or substituted 
aralkyl; and R 1 , R 2 , R 3 , R 6 , R 7 , X, n and Ar are as defined earlier and Y represents 
oxygen atom can be prepared by one or more pf the processes shown in Scheme-II 
below. 



0V,) *° ♦ < IIIh > 




Scheme -II 

Route 9 : The reduction of compound of the formula (IVa) which represents a 
compound of formula (I) where R 4 and R 5 together represent a bond and Y represents 
oxygen atom and all other symbols are as defined earlier, obtained as described 
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earlier(Scheme-I), to yield a compound of the general formula (I) where R 4 and R 5 
each represent hydrogen atom and all symbols are as defined earlier, may be carried 
out in the presence of gaseous hydrogen and a catalyst such as Pd/C, Rh/C, Pt/C, and 
the like. Mixtures of catalysts may be used. The reaction may also be conducted in 
5 the presence of solvents such as dioxane, acetic acid, and ethyl acetate, or alcohol 
such as methanol, ethanol and the like. A pressure between atmospheric pressure and 
80 psi may be employed. The catalyst may be preferably 5-10 % Pd/C and the 
amount of catalyst used may range from 5-1 00% w/w. The reaction may also be 
carried out by employing metal solvent reduction such as magnesium in alcohol or 

10 sodium amalgam in alcohol, preferably methanol. The hydrogenation may be carried 
out in the presence of metal catalysts containing chiral ligands to obtain a compound 
of formula (I) in optically active form. The metal catalyst may contain Rhodium, 
Ruthenium, Indium and the like. The chiral. ligands may preferably be chiral phos- 
phines such as optically pure enantiomers of 2,3-bis(diphenylphosphino)butane, 1,2- 

15 bis(diphenylphosphino)ethane, l,2-bis(2-methoxyphenyl phenylphosphino)ethane, 2,3- 
isopropylidene-2,3-dihydroxy-l,4-bis(diphenylphosphirio) butane and the like. Any 
suitable chiral catalyst may be employed which would give required optical purity of 
the product (I) (Ref: Principles of Asymmetric Synthesis, Tetrahedron Series Vol 14, 
pp3 1 1 -3 1 6, Ed. Baldwin J. E.). 

20 Route 10 : The reaction of compound of formula (TVb) where R 7 is as defined 

earlier excluding hydrogen all other symbols are as defined earlier and L 3 is a leaving 
group such as halogen atom with an alcohol of general formula (IV c), where R 6 is as 
defined earlier excluding hydrogen to produce a compound of the formula (I) defined 
earlier may be carried out in the presence of solvents such as THF, DMF, DMSO, 

25 DME and the like or mixtures thereof. The reaction may be carried out in an inert 

atmosphere which may be maintained by using inert gases such as N2» Ar, or He. The 
reaction may be effected in the presence of a base such as KOH, NaOH, NaOMe, 
NaOEt, t-BuO'K + or NaH or mixtures thereof. Phase transfer catalysts such as 
tetraalkylammonium halides or hydroxides may be employed. The reaction 

30 temperature may range from 20°C-120°C, preferably at a temperature in the range of 
30°C-100°C. The duration of the reaction may range from 1 to 12 hours, preferably 
from 2 to 6 hours. The compound of general formula (IVb) where R 7 represents 
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hydrogen or lower alkyl group and its preparation has been disclosed in the copending 
U.S. Patent Application Nos. 08/777,627 and 08/884,816. 

Route U' The reaction of compound of formula (Illh) defined earlier with 
compound of formula (Illi) where all symbols are as defined earlier to produce a 
compound of the formula (I) defined above, may be carried out in the presence of 
solvents such as THF, DMF, DMSO, DME and the like or mixtures thereof. The 
reaction may be carried out in an inert atmosphere which is maintained by using inert 
gases such as N2> Ar or He. The reaction may be effected in the presence of a base 
such as K2CO3, Na2C03 or NaH or mixtures thereof. Acetone may be used as a 
solvent when K2CO3 or Na2C03 is used as a base. The reaction temperature may 
range from 20°C-120°C, preferably at a temperature in the range of 30°C-80°C. The 
duration of the reaction may range from 1 to 24 hours, preferably from 2 to 12 hours. 
The compound of formula (Illi) may be prepared by Wittig Homer reaction between 
the protected hydroxyaryl aldehyde and compound of formula (nib) followed by 
reduction of the double bond and deprotectibn. Alternatively, the compound of 
formula (Illi) may be prepared by following a procedure disclosed in WO 94/01420. 

Routed: The reaction of compound of general formula (Illj) defined earlier 
with a compound of general formula (Illi) where all symbols are as defined above may 
be carried out using suitable coupling agents such as dicyclohexyl urea, triaryl- 
phosphine/dialkylazadicarboxylate such as PPh 3 /DEAD and the like. The reaction 
may be carried out in the presence of solvents such as THF, DME, CH2CI2, CHC1 3 , 
toluene, acetonitrile, carbon tetrachloride and the like. The inert atmosphere may be 
maintained by using inert gases such as N 2 , Ar, or He. The reaction may be effected in 
the presence of DMAP, HOBT and they may be used in the range of 0.05 to 2 
equivalents, preferably 0.25 to 1 equivalents. The reaction temperature may be in the 
range of 0°C to 100°C, preferably at a temperature in the range of 20°C to 80°C. The 
duration of the reaction may range from 0.5 to 24 hours, preferably from 6 to 12 hours. 

Route 13: The reaction of compound of formula (I Vd) which represents a 
compound of formula (I) where all symbols are as defined above with a compound of 
formula (IVe) where R 6 is as defined earlier excluding hydrogen and L 3 is a halogen 
atom may be carried out in the presence of solvents such as THF, DMF, DMSO, DME 
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and the like. The inert atmosphere may be maintained by using inert gases such as N2, 
Ar or He. The reaction may be effected in the presence of a base such as KOH, 
NaOH, NaOMe, t-BuOTC + , NaH and the like. Phase transfer catalyst such as 
tetraalkylammonium halides or hydroxides may be employed. The reaction 
temperature may range from 20°C to 150°C, preferably at a temperature in the range 
of 30°C to 100°C. The duration of the reaction may range from 1 to 24 hours, 
preferably from 2 to 6 hours. 

The compound of formula (IVd) where R 7 represents hydrogen or lower alkyl 
group and its preparation has been disclosed in the copending U.S. Patent Application 
Nos. 08/777,627 and 08/884,816. The compound of formula (IVd) represents a 
compound of formula (I) where R 6 represents hydrogen atom and all other symbols are 
as defined earlier. 

Route 14 : The reaction of a compound of the general formula (Ilia) as defined 
above with a compound of formula (Illg) where all symbols are as defined earlier may 
be carried out under conventional conditions. The base is not critical. Any base 
normally employed for aldol condensation reaction may be employed, metal hydride 
such as NaH, or KH; metal alkoxides such as NaOMe, t-BuCTK 1 , or NaOEt; or metal 
amides such as LiNH 2 , or LiN(iPr) 2 . Aprotic solvent such as THF may be used. Inert 
atmosphere may be employed such as argon and the reaction is more effective under 
anhydrous conditions. Temperature in the range of -8 0°C to25°Cmay be used. The 
p-hydroxy aldol product may be dehydroxylated using conventional methods, 
conveniently by ionic hydrogenation technique such as by treating with a trialkyl 
silane in the presence of an acid such as trifluoroacetic acid. Solvent such as CH 2 C1 2 
may be used. Favorably, reaction proceeds at 25°C. Higher temperature may be 
employed if the reaction is slow. 

Route 15 : The reaction of a compound of general formula (IIIc) where all 
symbols are as defined earlier with a compound of general formula (Illd) where L 1 is a 
leaving group such as halogen atom, p-toluenesulfonate, methanesulfonate, trifluorO- 
methanesulfonate and the like, preferably a halogen atom and all other symbols are as 
defined earlier to produce a compound of general formula (I) where -(CH 2 ) n - is 
attached through nitrogen atom and all other symbols are as defined above may be 
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carried out in the presence of solvents such as DMSO, DMF, DME, THF, dioxane, 
ether and the like or a combination thereof. The reaction may be carried out in an inert 
atmosphere which may be maintained by using inert gases such as N2, Ar, or He. The 
reaction may be effected in the presence of a base such as alkalis like sodium 
hydroxide, potassium hydroxide, alkali metal carbonates like sodium carbonate, or 
potassium carbonate; alkali metal hydrides such as sodium hydride or potassium 
hydride; organometallic bases like n-butyl lithium, alkali metal amides like sodamide 
or mixtures thereof The amount of base may range from 1 to 5 equivalents, based on 
the amount of the compound of formula (IIIc), preferably the amount of base ranges 
from 1 to 3 equivalents. Additives such as alkali metal halides such as LiBr may be 
added. The reaction may be carried out at a temperature in the range of 0°C to 150°C, 
preferably at a temperature in the range of 15°C to 100°C. The duration of the 
reaction may range from 0.25 to 24 hours, preferably from 0.25 to 12 hours. 

Route 16 : The reaction of compound of general formula (Ille) as defined 
earlier with a compound of general formula (Illf) where L 2 is a leaving group such as 
halogen, -OH, -OR 10 , or -0-C(=0)-OR 10 , where R 10 is (C,-C 5 )alkyl and all other 
symbols are as defined earlier, to produce a compound of general formula Q) where - 
(CH2) n - is attached through carbon atom and all other symbols are as defined above 
may be carried out in neat or in the presence of solvents such as xylene, toluene, THF, 
dioxane, acetic acid, DMF, DMSO and the like or mixtures thereof. The reaction may 
be carried out in an inert atmosphere which may be maintained by using inert gases 
such as N2, Ar or He. The reaction may be carried out at a temperature in the range of 
50°C to 200°C, preferably at a temperature in the range of 60°C to 1 80°C. The 
reaction may be effected in the presence or in absence of a base or an acid. The nature 
of the base or the acid is not critical. Examples of such bases include organic bases 
such as pyridine, lutidine, triethyl amine, diisopropylethyl amine and the like; metal 
carbonates such as K2CO3, or Na2C03 . Examples of acids include organic acids such 
as AcOH, C2H5COOH, butyric acid, trifluoroacetic acid, p-toluenesulfonic acid, 
benzenesulfonic acid and the like, mineral acids such as HC1, or HBr etc. The 
duration of the reaction may range from 0.25 to 48 hours, preferably from 0.50 to 18 
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hours. This process is preferably used for the preparation of a compound of formula 
(I) wherein R 1 and R 2 together represent a cyclic structure defined earlier. 

Route 17 : The conversion of compound of formula (IVf) where all symbols 
are as defined earlier to a compound of formula (I) may be carried out either in the 

5 presence of base or acid and the selection of base or acid is not critical. Any base 
normally used for hydrolysis of nitrile to acid may be employed, metal hydroxides 
such as NaOH, KOH in an aqueous solvent or any acid normally used for hydrolysis of 
nitrile to ester may be employed such as dry HC1 in an excess of alcohol such as 
methanol, ethanol, propanol etc. The reaction may be carried out at a temperature in 

10 the range of 0°C to reflux temperature of the solvent used, preferably at a temperature 
in the range of 25°C to reflux temperature of the solvent used. The duration of the 
reaction may range from 0.25 to 48 hrs. 

Route 18 : The reaction of a compound of formula (TVg) where R 7 is as defined 
earlier excluding hydrogen and all symbols are as defined earlier with a compound of 

15 formula (TVc) where R 6 is as defined earlier excluding hydrogen to produce a 

compound of formula (I) (by a rhodium carbenoid mediated insertion reaction) may be 
carried out in the presence of rhodium (II) salts such as rhodium (II) acetate. The 
reaction may be carried out in the presence of solvents such as benzene, toluene, 
dioxane, ether, THF and the like or a combination thereof or when practicable in the 

20 presence of R 6 OH as solvent at any temperature providing a convenient rate of 

formation of the required product, generally at an elevated temperature, such as reflux 
temperature of the solvent. The inert atmosphere may be maintained by using inert 
gases such as N2, Ar, or He. The duration of the reaction may be range from 0.5 to 24 
h, preferably from 0.5 to 6 h. 

25 Route 19 : The cyclization of compound of general formula (Illm), where R 7 is 

as defined earlier excluding hydrogen atom and all other symbols are as defined above 
to produce a compound of general formula (I), where -(CH^n- linker group is 
attached through nitrogen atom and all other symbols are as defined earlier may be 
carried out neat or in the presence of solvents such as xylene, toluene, THF, dioxane, 

30 acetic acid, DMF, DMSO and the like or mixtures thereof. The reaction may be 

carried out in an inert atmosphere which may be maintained by using inert gases such 
as N2, At or He. The reaction may be carried out at a temperature in the range of 50°C 
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to 200°C, preferably at a temperature in the range of 60°C to 180°C. The reaction 
may be effected in the presence or in absence of a base or an acid. The nature of the 
base or the acid is not critical. Examples of such bases include organic bases such as 
pyridine, lutidine, triethyl amine, diisopropylethyl amine and the like; or metal 
carbonates such as K2CO3, or Na2C03. Examples of acids include organic acids such 
as AcOH, C2H5COOH, butyric acid, trifluoroacetic acid, p-toluenesulfonic acid, 
benzenesulfonic acid and the like, or mineral acids such as HC1, HBr etc. The duration 
of the reaction may range from 0.25 to 48 hours, preferably from. 0.50 to 1 8 hours. 
This process is preferably used for the preparation of a compound of formula (I) 
wherein R 1 and R 2 together represent a cyclic structure as defined earlier. 

The compound of general formula (I) where R 7 represents hydrogen atom may 
be prepared by hydrolysing using conventional methods, a compound of formula (I) 
where R 7 represents all groups defined earlier except hydrogen. The hydrolysis may 
be carried out in the presence of a base such as Na 2 C0 3 and a suitable solvent such as 
methanol, ethanol and the like or mixtures thereof. The reaction may be carried out at 
a temperature in the range of 20-40°C, preferably at 25-30°C. The reaction time may 
range from 2 to 12 h, preferably from 4 to 8 h. 

The compound of general formula (I) where Y represents oxygen and R 7 
represents hydrogen or lower alkyl gorup is as defined earlier may be converted to 
compound of formula (I), where Y represents NR 8 by reaction with appropriate amines 
of formula NHR 7 R 8 where R 7 and R 8 are as defined earlier. Alternatively, the 
compound of formula (I) where YR 7 represents OH may be converted to acid halide, 
preferably YR 7 = CI, by reacting with appropriate reagents such as oxalyl chloride, 
thionyl chloride and the like, followed by treatment with amines of formula NHR 7 R 8 
where R 7 and R 8 are as defined earlier. Alternatively, mixed anhydrides may be 
prepared from compound of formula (I) where YR 7 represents OH and all other 
symbols are as defined earlier by treating with acid halides such acetyl chloride, acetyl 
bromide, pivaloyl chloride, dichlorobenzoyl chloride and the like. The reaction may 
be carried out in the presence of suitable base such as pyridine, triethylamine, diiso- 
propyl ethyl amine and the like. Solvents such as halogenated hydrocarbons like 
CHCI3, or CH 2 C1 2 ; hydrocarbons such as benzene, toluene, vvlene and the like. ma v be 
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used. The reaction may be carried out at a temperature in the range of -40°C to 40°C, 
preferably 0°C to 20°C. The acid halide or mixed anhydride thus prepared may further 
be treated with appropriate amines of formula NHR 7 R 8 where R 7 and R 8 are as defined 
earlier. 

In another embodiment of the present invention there is provided the novel 
intermediates of formula (IVf) 
X 

N 





N ^ R 3 y^C" (IVf) 

R 6 0 

where X represents 0 or S; the groups R 1 , R 2 and group R 3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 

10 cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
.aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
alkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, aryloxycarbonyl, 
* aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl, 

15 alkoxycarbonylamino, aryloxycarbonylamino, aralkoxy carbonylamino, carboxylic acid 
or its derivatives, or sulfonic acid or its derivatives; or Rl, R 2 along with the adjacent 
atoms to which they are attached may also form a 5-6 membered substituted or 
unsubstituted cyclic structure containing carbon atoms with one or more double bonds, 
which may optionally contain one or more heteroatoms selected from oxygen, nitrogen 

20 and sulfur; R 3 when attached to nitrogen atom represents hydrogen, hydroxy, formyl 
or unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, cyclo- 
alkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxy- 
alkyl, amino, acylamino, alkylamino, arylamino, aralkylamino, aminoalkyl, aryloxy, 
aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxycarbonyl, aryloxycarbonyl, aralkoxy- 

25 carbonylj alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl groups, 

carboxylic acid derivatives, or sulfonic acid derivatives; the linking group represented 
by -(CH2)n-Q- may be attached either through nitrogen atom or through carbon atom 
where n is an integer ranging from 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
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hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or 
forms a bond together with the adjacent group R 5 ; R 5 represents hydrogen, hydroxy, 
alkoxy, halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 ' 
forms a bond together with R 4 ; R 6 may be hydrogen, or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
aryl, heteroaralkyl groups and a process for its preparation and its use in the 
preparation of P-aryl-a-oxysubstituted alkylcarboxylic acids is provided (Scheme-IH). 




N 



8 d-(CH2) n O-Ar-CHO 
N^ R 3 Base "Nf^N 




(ma) + *" , A ^-(CHzJn-O-Ar-CI^CH-OR 6 



R 6 OCH2P + Phj*HaI 
(JVh) 




R 4 



^-(CH2) n -0-Ar-XR 5 ; R 'V% R 4 




CM) 
R 6 OH 



(M) 



R6o ^OR= 



Scheme IIT 

The reaction of a compound of formula (ma) where all symbols are as defined 
earlier with a compound of formula (IVh) where R 6 is as defined earlier excluding 
hydrogen and Hal represent a halogen.atom such as CI, Br, or I to produce a compound 
of formula (TVi) where all symbols are defined earlier and R 6 is as defined earlier ' 
excluding hydrogen may be carried out under conventional conditions in the presence 
of a base. The base is not critical. Any base noiraally employed for Wittig reaction 
may be employed, metal hydride such as NaH, or KH; metal alkoxides such as 
NaOMe, K'BuO\ or NaOEt; or metal amides such as LiNH 2 , or LiN(iPr) 2 . Aprotic 
solvent such as THF, DMSO, dioxane, DME and the like may be used. Mixture of 
solvents may be rod. HMPA raay be used as cosoivent Inert atmosphere may be 
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employed such as argon and the reaction is more effective under anhydrous conditions. 
Temperature in the range of -80°C to 1 00°C may be used. 

The compound of formula (IVi) where all symbols are as defined earlier and R 6 
is as defined earlier excluding hydrogen may be converted to a compound of formula 
CVj) where R 4 and R 5 represent H atoms, R 6 is as defined earlier excluding hydrogen 
and all other symbols are as defined earlier, by treating with an alcohol under 
anhydrous conditions in the presence of a strong anhydrous acid such as p-toluene- 
sulfonic acid. 

The compound of formula (TVj) defined above upon treatment with trialkyl- 
silyl cyanide such as trimethylsilyl cyanide produces a compound of formula (TVf) 
where R 4 and R 5 represent H atoms, R 6 is as defined earlier excluding hydrogen and all 
other symbols are as defined earlier. 

In still another embodiment of.the present invention there is provided the novel 
intermediates of formula (IVg) 
X 




R 4 o 



where X represents O or S; the groups R} , R2 and group R3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyi, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
alkylaminp, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, aryloxycarbonyl, 
aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl, 
alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, carboxylic acid 
or its derivatives, or sulfonic acid or its derivatives; or Rl, R2 along with the adjacent 
atoms to which they are attached may also form a 5-6 membered substituted or 
unsubstituted cyclic structure containing carbon atoms with one or more double bonds, 
which may optionally contain one or more heteroatoms selected from oxygen, nitrogen 
and sulfur, R 3 when attached to nitrogen atom represents hydrogen, hydroxy, formyl 
or unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, cyclo- 
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alkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyioxy, hydroxy- 
alkyl, amino, acylamino, alkylamino, arylamino, aralkylamino, aminoalkyl, aryioxy 
aralkoxy, heteroaxyloxy, heteroaralkoxy, alkoxycarbonyl, aryloxycarbonyl, aralkoxy- 
carbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl groups, 
carboxylic acid derivatives, or sulfonic acid derivatives; the linking group represented 
by -(CH 2 ) n -0- may be attached either through nitrogen atom or through carbon atom 
where n is an integer ranging from 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
•hydroxy, alkoxy, halogen, lower alkyl, or unsubstituted or substituted aralkyl; R 7 may 
be hydrogen of unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
aryl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups and a process for its' 
preparation and its use in the preparation of P-aryl-a-oxysubstituted alkylcarboxylic 
acids is provided. 

The compound of formula GVg) where all other symbols are as defined earlier 
may be prepared by reacting a compound of formula (TVk) 
x 

R V^N "'so 

where R? is hydrogen atom and all other symbols are as defined earher, with an 
appropriate diazotizing agent. 

The diazotization reaction may be under conventional conditions. A suitable 
diazotizing agent is an alkyl nitrile, such as iso-amyl nitrile. The reaction may be 
carried out in presence of solvents such as THF, dioxane, ether, benzene and the like 
or a combination thereof. Temperature in the range of-50'C to 80 may be used The 
reaction may be carried out in an inert atmosphere which may be maintained by using 
inert gases such as N 2 , Ar or He. The duration ofthe reaction may range from 1 to 24 
h, preferably, 1 to 12 h. 

The compound of formula (TVk) may also be prepared by a reaction between 
(Illh) where all symbols are as defined earlier and a compound of formula (TVI) 
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15 



20 



HO-Ar-i^X oR7 (IV1) 
H2N 

where R s is hydrogen atom and all other symbols are as defined earlier. 

The reaction of compound of formula (Illh) where all symbols are as defined 

earlier and a compound of formula (IVl) where all symbols are as defined earlier may 
5 be carried out in the presence of solvents such as THF, DMF, DMSO, DME and the 

like or mixtures thereof. The reaction may be carried out in an inert atmosphere which 

is maintained by using inert gases such as N2, Ar or He. The reaction may be effected 

in the presence of a basesuch as K2CO3, Na2C03 or NaH or mixtures thereof. 

Acetone may be used as a solvent when K2CO3 or Na2C03 is used as a base. The 
10 reaction temperature may range from 20°C-120°C ) preferably at a temperature in the 

range of 30°C-80°C. The duration of the reaction may range from 1 to 24 hours, 

preferably from 2 to 1 2 hours. 

In another embodiment of the present invention there is provided the novel 

intermediate of formula (Illm) 




N— (CH 2 ) n O- 



r4 ,s 



R 6 </\>R 7 



(Tflm) 



where X represents O or S; the groups R 1 , R 2 and R 3 when attached to the carbon 
atom may be same or different and represent hydrogen, halogen, hydroxy, nitro, cyano, 
formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, 
25 cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryt, heteroaralkyl, 
heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, mono- 
alkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, 
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carboxylic acid or its derivatives, or sulfonic acid or its derivatives; R 1 , R 2 along with 
the adjacent atoms to which they are attached may form a 5-6 membered substituted 
or unsubstituted cyclic structure containing carbon atoms with one or more double 
bonds, which may optionally contain one or more heteroatoms selected from oxygen, 
nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen, hydroxy, 
formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, 
cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyloxy, 
hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxy-carbonyl, alkoxyalkyl, aryloxyalkyl, 
aralkoxyalkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH2) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; At represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, unsubstituted or substituted aralkyl group or forms a bond together with fee 
adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, halogen, lower alkyl 
group, acyl, unsubstituted or substituted aralkyl or R 5 forms a bond together with R 4 ; 
R 6 may be hydrogen, unsubstituted or substituted groups selected from alkyl, 
cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, 
alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, heteroaralkyl 
groups, with a provision that R 6 does not represent hydrogen when R 7 represents 
hydrogen or lower alkyl group; R 7 may be hydrogen or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, or 
heteroaralkyl groups; Y represents oxygen orNR 8 , where R 8 represents hydrogen, or 
unsubstituted or substituted alkyl, aryl, hydroxyalkyl, aralkyl, heterocyclyl, heteroaryl, 
or heteroaralkyl groups; R 7 and R 8 together may form a substitute or unsubstituted 5 or 
6 membered cyclic structure containing carbon atoms, which may optionally contain 
one or more heteroatoms selected from oxygen, sulfur or nitrogen. and a process for its 
preparation and its use in the preparation of P-aryl-a-oxysubstituted alkylcarboxylic 
acids is provided. 
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The compound of formula (Illm) where all symbols are as defined earlier may 
be prepared by reacting a compound of fromula (Illn) 

X 4 




N-(CH 2 ) n -0-Ar-U%0 

R 6 0 / ^OR 7 



(IHn) 

5 where all symbols are as defined earlier, with a compound of formula (IIIo) 



(mo) 



where L 2 is halogen, -OH, -OR 10 , or-0-C(=0)-OR 10 where R 10 is (C r C 5 )alkyl and R 3 

10 is as defined earlier. 

The reaction of compound of formula (Illn), where R 7 is as defined earlier 
excluding hydrogen and all other symbols are as defined above to produce a compound 
of general formula (IIIo) where all symbols are as defined above to produce a 
compound of general formula (Elm), all symbols are as defined above may be carried 

15 out in neat or in the presence of solvents such as xylene, toluene, THF, dioxane, acetic 
acid, DMF, DMSO and the like of mixtures thereof. The reaction may be carried out 
in an inert atmosphere which may be maintained by using inert gases such as N2, Ar or 
He. The reaction may be carried out at a temperature in the range of -10°C to 80°C, 
preferably at a temperature in the range of 0°C to 60°C. The reaction may be effected 

20 in the presence or in absence of a base or an acid. The nature of the base or the acid is 
not critical. Bases such as pyridine, lutidine, triethyl amine, diisopropylethyl amine 
and the like and acids such as AcOH, C2H5COOH, butyric acid, trifiuoroacetic acid, p- 
toluenesulfonic acid, benzenesulfonic acid and the like, may be used. The duration of 
the reaction may range from 0.25 to 24 hours, preferably from 0.50 to 6 hours, 

25 In yet another embodiment of the present invention there is provided the novel 

intermediates of formula (Illn) 

R 1 ' 



1| R 4 

R 2 A" . r'o^or 7 Cnm) 
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where X represents 0 or S; the groups Rl , R2 may be same or different and represent 
hydrogen, halogen, hydroxy, nitro, cyano, formyl or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, 
5 aralkoxy, heterocyclyl, heteroaryl, heteroaralkyl, heteroaryloxy, heteroaralkoxy, acyl, 
acyloxy, hydroxyalkyl, amino, acylamino, alkylamino, arylamino, aralkylamino, 
aminoalkyl, alkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxy- 
alkyl, aralkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino, aryloxycarbonyl- 
amino, aralkoxycarbonylamino, carboxylic acid or its derivatives, or sulfonic acid or 
10 its derivatives; or R 1 , R 2 along with the adjacent atoms to which they are attached may 
also form a 5-6 numbered substituted or unsubstituted cyclic structure containing 
carbon atoms with one or more double bonds, which may optionally contain one or 
more heteroatoms selected from oxygen, nitrogen and sulfur; n is an integer ranging 
from 1 - 4; Ar represents an unsubstituted or substituted divalent single or fused 
15 aromatic or heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, 
halogen, lower alkyl, unsubstituted or substituted aralkyl group or forms a bond 
together with the adjacent group R s ; R 5 represents hydrogen, hydroxy, alkoxy, 
halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 forms a 
bond together with R 4 ; R 6 may be hydrogen, or unsubstituted or substituted groups 
20 selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxy- 
carbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or 

heteroaralkyl groups, R 7 may be hydrogen or unsubstituted or substituted groups 
selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl 
groups and and a process for its preparation and its use in the preparation of p-aryl-ct- 
25 oxysubstituted alkylcarboxylic acids is provided. 

The compound of formula (HIn) where all symbols are as defined above may 
be prepared by reacting a compound of formula (IVm) 

R 4 

H 2 N-(CH 2 ) n -0-ArXR 5 




R 6 cT~V (IVm) 



j. A — u vcuiia wiui a cuinpouna or roimuia {IV o) 
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(IVo) 



The reaction of compound of formula (TVm) where all symbols are as defined 
earlier with a compound of formula (IVo) where R 1 , R 2 and X are as defined earlier to 

5 produce a compound of formula (Mm) defined earlier may be carried out neat or in the 
presence of solvents such as xylene, toluene, dioxane, THF, DMF, DMSO, DME and 
the like or their mixtures. The reaction may be carried out in an inert atmosphere 
which is maintained by using inert gases such as N2, Ar or He. The reaction 
temperature may range from 0°C-150°C, preferably at a temperature in the range of 

10 0°C-120°C. The duration of the reaction may range from 0.5 to 12 hours, preferably 
from 0.5 to 6 hours. 

In still another embodiment of the present invention there is provided the novel 
intermediates of formula (IVm) 

H^C^-O-ArVP _ 
15 W^bR 7 (IYm) 

where n is an integer ranging from. 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or 
forms a bond together with the adjacent group R 5 ; R 5 represents hydrogen, hydroxy, 
20 alkoxy, halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 
forms a bond together with R 4 ; R 6 may be hydrogen, or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylamino-carbonyl, acyl, heterocyclyl, 
heteroaryl, heteroaralkyl groups;. R 7 may be hydrogen or unsubstituted or substituted 
25 groups selected from alkyl, cycloalkyl, aryl, aralkyl, hetero-cyclyl, heteroaryl, or 
heteroaralkyl groups. 

The compound of general formula (IVm) where all symbols are as defined 
earlier may be prepared from a compound of formula (Illd) where all symbols are as 
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defined earlier by Gabriel synthesis. The reaction of phthalimide with the compound 
of formula (Hid) may be carried out neat or in presence of solvents such as ethanol, 
methanol, xylene, toluene, DMF, DME, dioxane and the like or mixtures thereof. The 
reaction may be carried out in presence of a base such as alkali metal carbonates like, 
K 2 C0 3 , Na 2 C0 3 or alkali metal hydroxides like NaOH, KOH and the like or mixtures 
thereof. The reaction may be carried out in an inert atmosphere which * maintained 
by using inert gases such as N 2 , Ar or He. The reaction temperature may range from 
0°C-250°C, preferably at a temperature in the range of 15°C-200°C. The duration of 
the reaction may range from 0. 1 to 48 hours, preferably from 1 to 12 hours. The 
hydrolysis of this intermediate may be carried under acidic conditions or using 
hydrazine. 

Alternatively, the compound of general formula (TVm) where R < ^ R s 
represent hydrogen atom and all other symbols are as defined earlier may be prepared 
by reducing a compound of formula (IVn) 

R 4 

N 3~(CH 2 ) n -0-Ar-U 5 P 

R 6 cT"V 

where R 4 and R 5 together represent a bond and all other symbols are as defined earlier. 
The reduction may be carried out in the presence of gaseous hydrogen and a catalyst 
such as Pd/C, Rh/C, Pt/C, and the like. Mixtures of catalysts may be used. The 
reaction may also be conducted in the presence of solvents such as dioxane, acetic 
acid, ethyl acetate, alcohol such as methanol.ethanol and the like. A pressure between 
atmospheric pressure and 80 psi may be employed. The catalyst may be preferably 5- 
10%. Pd/C and the amount of catalyst used may range from 5-100% w/w. The 
reaction may also be carried out by employing metal solvent reduction such as 
magnesium in alcohol or sodium amalgam in alcohol, preferably methanol. 

In still another embodiment of the present invention there is provided the novel 
intermediates of formula (IVn) 

R 4 • 
N 3 -(CH 2 ) n -0-ArJ v R s O 



R 6 
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where n is an integer ranging from 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or 
forms a bond together with the adjacent group R 3 ; R 5 represents hydrogen, hydroxy, 
alkoxy, halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 
forms a bond together with R 4 ; R 6 may be hydrogen, or unsubstitured or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
aryl, or heteroaralkyl groups; R 7 may be hydrogen or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, 
heteroaralkyl groups. ' 

The compound of formula (IVn) may be prepared by treating a compound of 
general formula (Hid) where all symbols are as defined earlier with appropriate azides 
such as alkali- metal azides like sodium azide, trialkylsilyl azide under conventional 
conditions. The reaction may be carried out neat or in the presence of solvents such as 
DMF, acetone, and the like or their mixtures. The reaction temperature may range 
from 0°C to 1 50°C, preferably at a temperature in the range of 25°C to 1 00°C. The 
duration of the reaction may be range from 0.5 to 48 h, preferably from 1 to 12 h. 

Alternatively, the compound of general formula (IVn) where R 4 and R 5 
represent a bond and all other symbols are as defined earlier may be prepared by 
reacting a compound of formula (Illb) where R 6 , R 7 are as defined earlier excluding 
hydrogen and R 9 represents (C r C6)alkyl with a compound of formula (IVp) 

N3— (CH 2 ) n -CHAr— CHO (IVp) 
where all symbols are as defined earlier, to yield a compound of general formula (IVn) 
where all symbols are as defined above may be carried out neat in the presence of a 
base such as alkali metal hydrides like NaH, KH or organolithiums like CH}Li, BuLi 
and the like or alkoxides such as NaOMe, NaOEt, BuO" K + or mixtures thereof. The 
reaction may be carried out in the presence of solvents such as THF, dioxane, DMF, 
DMSO, DME and the like or mixtures thereof. HMPA may be used as cosolvent. The 
reaction temperature may range from -78°C to 50°C, preferably at a temperature in the 
range of -10°C to 30°C. The reaction is more effective under anhydrous conditions. 



WO 99/08501 

PCT/US98/22568 

-sJJJTT*^ accep,able " B prepared by — — 

onormuia(l,) or a compound of formula mim\.j. .. 

*• nurmuia (IHm) whereever appl cable with 1 to 4 
. equivalents of a base such as sodium h v A -a 

83 S0dlum hydroxide, sodium methoxide sodium h™i 

Mixture of solvents may be used Or<,™,„ u 

chohne, tremethanune, ° ' Z T ^ **** 

>Cld ** Wh «^ *™ arc prepared by treatment ^ 

maietc nctd a«d, acid , ^ fc ~ "* 

-~ aetd, « ac M , b „ 0Dic ^ ^ J 

possible or by conducting the reaction i„ a. - ess wnerever 

sine.. „ • „ ""«»*<»• "the preaence of reagents or catalyats in their 

tT - "'*"'**^ byol vennonJ, 
nte. oda. onto of the preferred methods inciude „ae „ f microbialres0 rton ^ 
reaolvtng the diastareomerio sate formed M chiral ^ ' 

bases auch aa brucine, cinchona aMoida and their derived J 

^^^"reconnpiiedby^etaiin^o^^Jl 
and Resoludon" {Wiley Intorscience 19S1VM ■« ' ".Kacematta 

fb™,t.m v ™, e ° Ce,I98I > More iiP«flcany the compound of 

formula (I) where YR repreaenta OH or a compound of formula QUm) may be 

~,oa 1:1 ^ofdia.tereome.canudesby.eadngl Lales 
—.a^oaienhoiaderivednomaminoacida^nveudon, reacdon 

nyorolyzing the pure diastereomeric amide. 



WO 99/08501 PCT/US98/22568 

-45- 

Various polymorphs of compound of general formula (I) and compounds of 
formula (Him) forming part of this invention may be prepared by crystallization of 
compound of formula (I) or compound of formula (Him) under different conditions. 
For example, using different solvents commonly used or their mixtures for 
crystallization; crystallizations at different temperatures; various modes of cooling, 
ranging from very fast to very slow cooling during crystallizations. Polymorphs may 
also be obtained by heating or melting the compound followed by gradual or fast 
cooling. The presence of poly-morphs may be determined by solid probe NMR 
spectroscopy, IR spectroscopy, differential scanning calorimetry, powder X-ray 
diffraction or such other techniques. 

The compounds of general formula (I) or the compounds of formula (IHm) are 
useful for the treatment and/or prophylaxis diseases such as hypertension, coronary 
heart disease, atherosclerosis, stroke, peripheral vascular diseases and related 
disorders. These compounds are useful for the treatment of familial hyperchol- 
esterolemia, hypertriglyceridemia, lowering of atherogenic lipoproteins, VLDL and 
LDL. The compounds of the present invention can be used for the treatment of certain 
renal diseases including glomerulonephritis, glomerulosclerosis, nephrotic syndrome, 
hypertensive nephrosclerosis, retinopathy, and nephropathy. The compounds of 
general formula (I) or the compositions of formula (IHm) are also useful for the 
treatment/prophylaxis of insulin resistance (type II diabetes), leptin resistance, 
impaired glucose tolerance, dyslipidemia, disorders related to syndrome X such as 
hypertension, obesity, insulin resistance, coronary heart disease, and other cardio- 
vascular disorders. These compounds may also be useful as aldose reductase 
inhibitors, for improving cognitive functions in dementia, treating diabetic 
complications, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), inflammatory bowel diseases, osteoporosis, myotonic 
dystrophy, pancreatitis,- arteriosclerosis, xanthoma and for the treatment of cancer. 
The compounds of the present inventions are useful in the treatment and/or - 
prophylaxis of the above said diseases in combination/concomittant with one or more 
HMG CoA reductase inhibitors, hypolipidemic/hypolipoproteinemic agents such as . 
fibric acid derivatives, nicotinic acid, cholestyramine, colestipol, or probucol. The 
compounds of the present invention in combination with HMG CoA reductase 
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Suitable pharmaceutically acceptable carriers include solid fillers or diluents 
and sterile aqueous or organic solutions. The active compound will be present in such 
pharmaceutical compositions in the amounts sufficient to provide the desired dosage 
in the range as described above. Thus, for oral administration, the compounds can . be 
combined with a suitable solid or liquid carrier or diluent to form capsules, tablets, 
powders, syrups, solutions, suspensions and the like. The pharmaceutical 
compositions, may, if desired, contain additional components such as flavourants, 
sweeteners, excipients and the like. For parenteral administration, the compounds can 
be combined with sterile aqueous or organic media to form injectable solutions or 
suspensions. For example, solutions in sesame or peanut oil, aqueous propylene glycol 
and the like can be used, as well as aqueous solutions of water-soluble pharma- 
ceutically-acceptable acid addition salts or salts with base of the compounds. The 

injectable solutions prepared in this manner can then be administered intravenously, 

intraperitoneally, subcutaneously, or intramuscularly, with intramuscular 

administration being preferred in humans. 

The invention is explained in detail in the examples given below which are 

provided by way of illustration only and therefore should not be construed to limit the 

scope of the invention. 

Preparation 1 

Ethyl 2-ethoxy-3-[4-(2-azidoethoxy)phenylJ-2-propenoate 

O 




O' 

Method A 

To a stirred suspension of sodium hydride (390 mg, 9.83 mmol, 60%) in dry 
THF (20 mL) was added a solution of ethyl (diethylphosphono)ethoxyacetate (2.28 g, 
8.52 mmol) in THF (10.0 mL) at 0-5°C dropwise and stirred for 30 min at 5-25°C. To 
the reaction mixture was added a solution of 4-(2-azidoethoxy)benzaldehyde (2.0 g, 
6.56 mmol) in THF (5.0 mL) at 25-30°C and stirred further for 30 min. After 
completion of the reaction (tic monitored), THF was removed and the resultant residue 
was diluted with water (50 mL) and extracted with ethyl acetate (3 X 25 mL). The 
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combined organic cdmc* were ^ £ " 

Method g 

To a stirred sotaion of ethyl W^^HJta^^ 

5 PropenMK (? 0 20 -~0 P-P-ed as disclosed in U S Pa ,e„, A 7 , f 1 

No. 09/012,585, sodium azide (2 0 a 3 , m ,r • ., PP ° n ^ 

25T „, L ° g> 31 mmol) " ,d ^ D "P «0 mL) waaaddeda.no 

» C^rredforlol, Ware, ^ Md ^ - 

NarSO, and concent ,o rf* me ride compound as a color,.. i iquid (5 6 ' " 
H NMR (CDClj): 5 7.76 and 7.15 (d J-8 70HV ,m , m < 5£ >8, 92/.). 

Preparation ? 
Ethyl 2-phe„ox y -3-(4-ben Z yloxy P he„ yI )-2-propenoate 

BnCTN^ OPh 
* «■ «' * 8, 47%, as a mi«nre of ^ isomer, was obranred 

<mm4-benz y ,ox y nen Z a,deMe(2.0 8 ,9.4n 1 mo,),eM(mcm y ,p h „^ 

fa 5H, 5 rr cw: 8 w3 w j - ^ ih) ' 7w • 725 * «« - ^2 

Preparation 3 

W-Ethyn-ethoxy-S-^-azidoethox^phenyl^ 

O 



:5 



O 




"OB 



The title compound was obtained n 6 8 a sto/\ f , , s , 
„ . A , M U6 - 8 g ' 86% ) froi n (±)-ethyl 2-ethoxy-3-[4. 

(2-bromoethox y )phenyIpropanoate f22 0 p fii m m n . 

Patent a ,• ' • o g ' ]) Prepared 25 disclosed ^ U.S. 

patent Application Serial No. 09/012 5S-> a n^c^- 

^P^ceduretothatdescribedinpreparationlCmethodB). 
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! H NMR (CDCI3): 5 7.17 (d, J = 8.63 Hz, 2H), 6.83 (d, J = 8.62 Hz, 2H), 4.25 
- 4.05 (m, 4H), 3.96 (t, J = 6.57 Hz, IH), 3.64 - 3.50 (m, 3H), 3.42 - 3.23 (m, 1H), 
2.95 (d, J « 6.64 Hz, 2H), 1.30 - 1.09 (m, 6 H). 

Preparation 4 

5 (i)-Ethyl 2-ethoxy-3-[4-(2-aminoethoxy)phenyl]propanoate 



H 2 N^\ Q A S ^ J OEt 



Method A 

A solution of (±)-ethyi 2-ethoxy-3-[4-(2-azidoethoxy)phenyl]propanoate (1.0 
g, 3.25 mmol) obtained in preparation 3, in 1,4-dioxane (20 mL) was reduced with 
0 hydrogen in the presence of 10% palladium charcoal (1 00 mg) at 50 psi for 1 0 h. The 
reaction mixture was filtered through a bed.of celite and the celite bed was washed 
with dioxane. The filtrate was evaporated to dryness under reduced pressure to yield 
the title compound (600 mg, 65%). 

Method B 

The title compound (450 mg, 49%) was obtained from ethyl 2-ethoxy-3-[4-(2- 
azidoethoxy)phenyl]2-propenoate (1.0 g, 3.27 mmol) obtained in preparation 1 and 
1 0% Pd/C (500 mg) by a similar procedure to that described in method A above. 

'HNMR (CDCI3): 8 7.15 (d, J = 7.82 Hz, 2H), 6.83 (d, J = 7.82 Hz, 2H), 4.10 
(q, J = 7.02 Hz, 2H), 3.97 (t, J = 5.60 Hz, 2H), 3.70 - 3.50 (m, 1H), 3.50 - 3.25 (m, 
1H), 3.40 - 2.95 (m, 2H), 3.07 (t, J = 4.77 Hz, 1H), 2.95 (d, J = 6.64 Hz, 2H), 0.95 (bs, 
2H, D 2 0 exchangeable), 1.23 (t, J = 6.64 Hz, 3H), 1.17 (t, J = 7.05 Hz, 3H). 

Preparation 5 
(±)-Ethyl 2-phenoxy-3-{4-hydroxyphenyI)propanoate 

H0 AJ OPh • 

The title compound (1 .03 g, 82%) was obtained from ethyl 2-phenoxy-3-(4- 
benzyloxyphenyl) -2-propenoate (1 .65 g, 4.4 mmol) obtained in preparation 2 and 5% 
Pd-C (3.30 g) by a similar procedure to that described in preparation 4 (Method A). 
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'HNMRCCDCM: 5730 7 no/ * 

* 2* 4.73 ft J . 6.43 Hz £ " 4 ^ ^ ^ " "° °* " 3 « J " « 
, l ..8(U=,, 5 H,3H). (q ' , * 7 ' ,5H2 ' 2HX316(d - J -"0H,2H), 

Preparation f 

o 

To a stirred solution of isatoic anhydride f 1 57 » 0 < 
t \ . ' ae U •-> / g, 9.6 mmol) in 1 4-dioyan/» r?n 

mL) was added a solution of (±> e thyl 2-ethoxv 3 n n ■ i ( 

stared at room temperature for 2 h Dinvan. ° 3 ^ 

" lor/n - Dl0xan e was removed undpr r^,,^ 
yield the title compound as a brown coloured „ v * 
f ^dorown coloured gummy liquid (3.8 a 99%) 

"A 123 <U- 7.06 Hz, 3H), 1.16(1, J -7:05 Hz, 3H). 
Examnln 1 

Phenyljpropanoate 

^C0 2 Et 




g, J 1 .y mmol) (disclosed in U S Patent a ™i • « . 

u.a. latent Application Serial No 09/0 1 ? <rc<r> ™* • 
carbonate f* su^o ,x . ' <wui^85) potassium 

droquinazoline (1 0 0 e 47 S mm«n • oxo-3,4-dihy- 

UW.0 g, 47.8 mmol) m one portion and stirred for 15 h at the sa ™ 
temperature. Water (\ fin mi \ . . SMie 

Water (100 mL) was added and extracted with ethyl acetate(3 ♦ 100 
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mL). The combined ethylacetate extracts were washed with water, saturated sodium 
carbonate solution, brine, dried over anhydrous Na 2 S0 4 and concentrated to yield the 
title compound (10.0 g, 70%). mp: 71-73°C. 

'H NMR (CDC1 3 ): 5 8.3 1 (d, J = 7.89 Hz, 1H), 7.84 - 7.65 (m, 2H), 7.52 (t, J 
= 7.90 Hz, 1H), 7.20 (d, J = 8.63 Hz, 2H), 6.98 (d, J = 8.63 Hz, 2H), 5.17 (s, 2H), 4.17 
(q, J = 7.06 Hz, 2H), 3.97 (t, J = 6.41 Hz, 1H), 3.75 (s, 3H), 3.70 - 3.48 (m, 1H), 3.48 - 
3.25 (m, 1H), 3.02 - 2.82 (m, 2H), L36 (m, 6H). 

Example 2 

(±)-2-Ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyI]methoxy]phenyl] 

propanoic acid 




To a stirred solution of (±)-ethyl 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro- 
2-quinazolinyl]methoxy]phenyl]propanoate (10.0 g, 24.3 mmol) obtained in Example 
1, in methanol (70 mL) was added a solution of sodium carbonate (12.93 g, 0.122 
mmol) in water (70 mL) and stirred for 8 h at 25-30 °C. Methanol was removed under 
reduced pressure and the aqueous layer was washed with ethyl acetate (2 X 75 mL). 
The aqueous layer was acidified to pH 2.0 with 2N HC1. The white solid precipitated 
was filtered and dried to yield the title compound (8.0 g, 85.8%). mp: 80°C. 

'H NMR (DMSO-d 6 ): 5 8.29 (d, J = 7,89 Hz, 1H), 7.85 - 7.65 (m, 2H), 7.51 (t, 
J = 6.32 Hz, 1H), 7.19 (d, J = 8.63 Hz, 2H), 6.97 (d, J = 8.63 Hz, 2H), 5.16 (s, 2H), 
4.04 (dd, J - 7. 10 and 4.57 Hz, 1H), 3.34 (s, 3H), 3.72 - 3.50 (m, 1H), 3.50 - 3.35 (m, 
1H), 3.15 - 2.85 (m, 2H), 1.16 (t, J = 7.94 Hz, 3H). 

Example 3 

(+)-Sodium 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy] 

phenyljpropanoate 
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C0 2 -Na + 




Kl 



N -CH 3 



0 



To a sorted soaped of (±>2.«hoxy.3.[4- [ [3. m « 1 , yI ^ oxo .3 i4 ^ ydro . 2 . 

2 » ntethaao, (50 m L, was added a sol*- of s„d ium meth()xide ■ ™ f 

- mew, (1 o mL) drop^e ,3ft Tne reaction ^ was stfjfcr «J ' 

dned to afford the title compound (3.2 g, 76%), mp- 2!0°C 

'HNMR(CDC l3 ) : o 8 ,7«U-7.06H,,H>, 7.85ft 3-7.06H,,H> 769 
a, -7.88 H, tH>, 7 .58<U-7.88H, . H ),7,7( 4J -,62H 2 ,2„ ) ,6 Z 3- 
■62 H, 2H), 5.24 (s, 2„, 3.68 (s, 3H), 3.60 - 3,8 (m , , H) , 3,5 - 3.0 a, ,£ 85 
(dd.3- ,43, =^3.74 H*. 1H)>2 . 62(dd , M .„ ^"^» 
1H), 0.97 ft 3- 7.06 Hz, 3H). ■ "3.2.60 2.48 (m, 

Examp le 4 

PR. N(1S), ^oxy-3^4^^ 

phenyI]-N-(2-hydroxy-l-phenyIethyl)propanamide(4a) 

j? 4 Ph 



O 



"CH 3 



[2S,N(lS) ] 2-et h oxy-3- [ 4- [[ 3-Metfay,-4-oxo-3^ 

phenyI]-N-(2-hydroxy-l-phenyIethy])propan a mide(4b) 




To a stirred solution of (^thoxy-S-^^ 
quinazoli^^ acid (g Q g ^ ^ ^ ^ 
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2, in dry dichloromethane (150 mL) was added triethylamine (7.28 mL, 5.29 g, 52.0 
mmol) at 0°C, followed by addition of pivaloyl chloride (3.12 mL, 2.77 g, 23.0 mmol) 
and stirred for 30 min. at the same temperature. To this reaction mixture was added a 
solution of (S)-2-phenyl glycinol (2.87 g, 20.9 mmol) in dichloromethane (5 mL) 
containing triethylamine (5.8 mL, 41 .8 mmol). After stirring for 1 h dichloromethane 
(600 mL) was added and the mixture was washed with water, brine, dried over 
anhydrous Na 2 S0 4 and evaporated. The residue was chromatographed on silica gel 
using a gradient of 10-50% ethyl acetate in pet. ether as eluent to afford firstly a 
diastereomer tentatively assigned as [2R, N(1S)] 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4- 
dmydro-2-quinazolinyl]methoxy]phenyl]-N-[2-hydroxy-l-phenylethyl]propanamide 
(4a) (4.5 g) followed by [2S, N(1S)] 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2- 
quinazoIinyl]methoxy]phenyl]-N-[2-hydroxy- 1 -phenylethyljpropanamide (4b). 
Spectral data for (4a): 

[<x] D 25 =+ 41.60 (c = 0.5, MeOH),mp: 136-138°C. 

'HNMR (CDC1 3 ): 6 8.29 (d, J = 7.50 Hz, 1H), 7.82 - 7.62 (m, 2H), 7.51 (t, J = 
7.50 Hz, 1H), 7.40 - 7.10 (m, 7H), 7.0 (d, J = 8.62 Hz, 2H), 5.18 (s, 2H), 5.00 - 4.88 
(m, 1H), 3.98 (dd, J = 6.23 and 3.78 Hz, 1H), 3.75 (s, 3H), 3.70 - 3.55 (m, 2H), 3.50 
(q, J = 7.01 Hz, 2H), 3.13 (dd, J = 14.12 and 3.78 Hz, 1H), 2.96 (dd, J = 14.12 and 
6.23 Hz, 1H), 1.13(t,J = 7.01H,3H). 

Spectral data for (4b): 

[ct] D 25 = - 9.9 (c = 1.0, MeOH) rap: 126-128°C. 

'HNMR (CDCI3): 8 8.30 (d, J= 8.89 Hz, 1H), 7.68 - 7.81 (m, 2H), 7.51 (t, J = 
6.41 Hz,lH), 7.03 - 7.35 (m, 7H), 6.90 (d, J = 8.39Hz, 2H), 5.13 (s, 2H), 4.91 - 5.01 
(m, 1H), 3.99 (dd, J = 3.88 and 6.78 Hz, 1H), 3.85 (t, J = 5.35 Hz, 2H), 3.74 (s, 3H), 
3.44 - 3.61 (m, 2H), 3.08 (dd, J = 3.88 and 14.12 Hz, 1H), 2.87 (dd, J = 6.78 and 
14.12 Hz, 1H), 1.17 (t, J = 7.01 Hz, 3H). 

Example 5 

(+)-2-Ethoxy-3-[4-[[3-methyI-4-oxo-3,4-dihydro-2-quinazoIinyl]methoxy]phenyI] 

propanoic acid 
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A soMon ofpK N(,S)] ^y-HH^yl^,^^. 
6.50 »,„„ otaned „ ^ 4a „ . mixtae rf , M ^ 

»o,uUonwa S cooledi„ ffi ic etaAmd4e ^, eMMpTO . p . tatedwasf . iteredmd 
dried to afford the title compound (3.6 g, 58%). 
mp: 170°C. 
10 [a] D 25 = 21.2 (c = 0.5, MeOH). 

'HNMRCCDCI3): 8 8.29 (d, J = 7.88 Hz, 1H), 7.81-7.68 ( m ,2H) "751ft J 

(dd, J = 4.52 and 7.33 Hz, 1H), 3.70 (s, 3H), 3. 70 - 3.51 (m, 1H), 3.34 - 3 51 (m 
1H), 2.90 - 3.14 (m, 2H), 1.16 (t, J = 6.92 Hz, 3H). . 
5 Example 6 

propanoic acid 




O 



O 



20 



The ^ compound (3 . 0 g> 8?%) obta . ned frQm [2s> 2 _ etho ^ 3 
[[3- m ethyl-4-oxo-3,4-dihyd,o-2- q ^^ 

phenylethyljpropanamide (4.5 g, 8.9 mmol) obtained in example 4b, by a similar 
procedure to that described in Example 5. 

mp: 133-135°C. 

[o-h 25 = - 20.84 (c = 1 .0, MeOH). 
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*H NMR (CDCI 3 +DMSO-d 6 ): 5 8.22 (d, J = 7.56 Hz, 1H), 7.88 - 7.68 (m, 2H), 
7.54 (t, J = 7.54 Hz, 1H), 7.20 (d, J = 8.62 Hz, 2H), 7.00 (d, J = 8.62 Hz, 2H), 5.24 (s, 
2H), 3.93 (dd, J = 7.56 and 4.89 Hz, 1H), 3.71 (s, 3H), 3.70 - 3.50 (m, 1H), 3.42 - 3.22 
(m, 1H), 3.05 - 2.78 (m, 2H), 1.12 (t, J = 7.06 Hz, 3H). 
5 Example 7 

(-)-Sodium 2-ethoxy-3^4-[[3-m^ 

phenyljpropanoate 




The title compound (1.9 g, 85.5%) was obtained from (-)-2-ethoxy-3-[4-[[3- 
10 methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl]propanoic acid (2.1 g, 5.49 
mmol) obtained in example 6 and 10% sodium methoxide solution (1.39 mL) by a 
similar procedure to that described in Example 3. 
mp: 190°C. 

[a] D 25 = -29.2 ( c = 0.75 , MeOH). 
15 l H NMR (DMSO-d 6 ): 8 8.15 (d, J = 7.89 Hz, 1H), 7.83 (t, J = 7.47 Hz, 1H), 

7.68 (d, J = 7.89 Hz, 1H), 7.56 (t, J = 7.31 Hz, 1H), 7.15 (d, J = 8.53 Hz, 2H), 6.96 (d, 
J - 8.63 Hz, 2H), 5.22 (s, 2H), 3.61 (s, 3H), 3.42 - 3.58 (m, 2H), 3.01 - 3.19 (m, 1H), 
2,84 (dd, J = 3.64 and 14.12 Hz, 1H), 2.61 (dd, J = 9.04 and 14.12 Hz, 1H), 0.96 (t, J = 
7.01 Hz, 3H). 

20 Example 8 

(±)-(Morpholine-4-yl) 2-ethoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazoImyI] 

methoxy]phenyl]propanamide 

O 




10 



15 
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To a stirred solution of (W-^wp.^^ 

wn m e tay]phe „ yl]propanoic Kid (0 , g , 0S2 ^ ^ 

2 - dtchioronrelhane (2 mL) was added ^ (182 ^ „ J3 ( 3 

0.57 - ) and s,™ g continued fo , fcnher „, ^ ^ ^ 

was added a souaion of moraine (45 mL> 46 mg> ^ ^ 

conlanung triethyiantine „« ^ mmo|) a 230c ^ ^ ^ i ^ ^ 

T °^-^^=ch I o ro fo m(I o mL)wasaddedandwashedwithwate ; 

«*A tone, dned over anhydrous Na ; S0 ( and concentred. Tno crude expound was 

ST* r" Cto0mat0eraPhy USi " g "* ~" «~ » : " — - 
artord the title compound (1 84 mg, 78%). 

mp: 115°C. 

'H NMR (CDCIj): 5 S.26 (d, ,. 7.J7Hz, 1H) , 7. 8 0 - 7.65 (m, 2H>, 7 51 (, J 
- 4.05^ ,H), 7,5 (d, , - , 58 Hz, 2H>, ,95 (d, , . S, 8 Hz, 2H), 5.14 (, 2H>, 1 

Examp le 9 
N-(2-fluorophenyl)propanamide 



IX) 




6 



The title compound (1 10 mg, 44%) was obtained from (^-ethoxy-S-M-rp 
"«**~^^ acid (2Q0 mg 

0.52 mmol) obtained in Example 2 and 2-fluoroaniIine (50 uL, 58 mg, 0.52 mmol) by 

a similar procedure to that described in Example 8. 
mp: 138-140°C. 

'HNMR(CDC W : 6 8.33 ft J- 7.42 Hz. 2H), 7.83 - 7.69 (n,2H). 7.52(1 J- 
o.43 Hz, ,H), 7.29 - 6.92 (ra, 7H), 5.,6 (, 2H), 4.02 (dd, , = 7.89 and 3.4 Hz, ,H)', 
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3.74 (s, 3H), 3.65 - 3.40 (m, 2H), 3.18 (dd, J = 14.11 and 3.41 Hz, 1H), 2.94 (dd, J = 
14.11 and 7.89 Hz, 1H), 1.20 (t, J = 7.01 Hz, 3H). 

Example 10 

(±)-EthyI 2-hydroxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy] 
5 phenyl]propanoate 



O 




o 



The title compound (6.5 g, 71%) was obtained from (±)-ethyl 2-hydroxy-3-(4- 
hydroxyphenyl) propanoate (5.0 g, 23.8 mmol) (DE 26 625 163), 2-chloromethyl-3- 
methyl-4-oxo-3,4-dihydro-quinazoline (5.0 g, 23.8 mmol) and potassium carbonate 
10 (6.57 g, 47.6 mmol) as a base by a similar procedure to that described in Example 1 . 
mp: 112-118°C. 

'HNMR (CDC1 3 ): 8 8.30 (d, J - 7.47 Hz,lH), 7.77 - 7.72 (m, 2H), 7.53 (t, J = 
3.51 Hz, 1H), 7.18 (d, J = 8.57 Hz, 2H), 6.98 (d, J = 8.57 Hz, 2H), 5.16 (s, 2H), 4.41 
(m, 1H), 4.23 (q, J - 7.10 Hz, 2H), 3.73 (s, 3H), 2.93 - 3.05 (m, 2H), 1.27 (t, J = 7.10 
15 Hz, 3H), 

Example 11 

(±)-2-Hydroxy-3-[4-[[3-methyI-4-oxo-3, 4-dihydro-2-quinazolinyl] methoxy] 

phenyl] propanoic acid 

O 

a^ 0 AJJ OH 

o 

20 The title compound (0.5 g, 70.7%) was obtained from (±)-ethyl 2-hydroxy-3- 

[4-[[3 -methyl-4-oxo-3 9 4-dihydro-2-quinazoliny l]methoxy]phenyi]propanoate (764 mg, 
2.0 mmol) obtained in Example 10 and sodium carbonate (1.06 g, 10.0 mmol) by a 
similar procedure to that described in Example 2. 
mp: 184-188°C. 



10 



15 



20 
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'H NMR (CDCl 3+ DMSO): 8 8.29 (d,"j = 7.89 Hz, 1H), 7.77 - 7 73 (m 2H) 

7 - 53 CU«4.06H 2 ,lH), 7 . 2 3 ( d 5J = 8.39H 2> 2H),6.98(d, J = 8.39H^2H)jl5; s 
2H), 4.37 (dd, J - 6.99 Hz and 4.08 Hz, 1H), 3.73 (s, 3H), 3.05 (dd, J = 14 03 Hz 4 0 
Hz, 1H), 2.90 (dd, J = 14.03 Hz, and 6.99 Hz, 1H). 

Example T2 

^^ethoxy^^^ 

phenyljpropanoate 

O 




O 

To a stirred suspension of sodium hydride (270 mg, 10.46 mmol, 95%) in dry 
DMF (2 mL) was added a solution of ( ± )-ethyl 2-hydroxy-3.[4-[[3-methyl-4-oxo-3 4- 
dihydxo-2- q uinazolinyl]rnethoxy] phenyljpropanoate (2.0 g, 5.23 mmol) obtained in 
example 10 at 0»C and stirred for 30 min. To the reaction mixture was added methyl 
iodide (1.62 mL, 26.15 mmol) at the same temperature and stirring continued for 
further lh. After completion of the reaction, diluted with ethyl acetate (150 mL) 
washed with brine (3 x 100 mL), dried over anhydrous Na 2 S0 4 and concentrated' The 
crude compound was purified by column chromatography using ethyl acetate and pet. 
Ether (1 :9) as eluent to afford the title compound as a liquid (480 mg, 23%). 

'H NMR (CDCI 3 ): 5 8.28 (d, J = 8.89 Hz, 1H), 7.70 - 7.68 (m, 2H), 7 53 ft J = 
4.06 Hz, 1H), 7.19 (d, J = 8.40 Hz, 2H), 6.97 (d, J = 8.63 Hz, 2H), 5.15 (s, 2H), 4 18 
(q, J = 7.10 Hz, 2H), 3.98 (dd, J = 4.56 and 7.06 Hz, 1H), 3.73 (s, 3H), 3.39 (s 3H) 
3.12 - 2.99 (m, 2H), 1.25 (t, J = 7.10 Hz, 3H). 

Example T3 

(±)-2-Methoxy.3.[4-[P- m ethyM-o X o^4-dihydro-2- q uina 2 oImyl)^ 

propanoic acid 
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O 

The title compound (355 mg, 80%) was obtained from (±)-ethyl 2-methoxy-3- 

[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl]propanoate(480 mg, 
1.21 mmol) obtained in example 12 and sodium carbonate (640 mg, 6.06 mmol) by a 
similar procedure to that described in Example 2. 
mp:99-101°C. 

l H NMR (CDCI3): 5 8.29 (d, J = 7.89 Hz, 2H), 7.82 - 7.68 (m, 2H), 7.55 (t, J = 
7.89 Hz, 1H), 7.19 (d, J = 8.62 Hz, 2H), 6.97 (d, J = 8.62 Hz, 2H), 5.15 (s, 2H), 3.98 
(dd, J = 7.06 and 4.56 Hz, 1H), 3.74 (s, 3H), 3.39 (s, 3H), 3.18 - 2.82 (m, 2H). 

Example 14 

(±)-EthyI2-propoxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazoIinyI]methoxyI 

phenyljpropanoate 




o - 

The title compound (1.23 g, 55%) was obtained as a liquid from (±)-ethyl 2- 
hydroxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl] methoxy] phenyl] 
propanoate (2.0 g, 5.23 mmol) obtained in Example 10, propylbromide (2.5 ml, 23.17 
mmol) and sodium hydride (270 mg, 10.46 mmol) as a base by a similar procedure to 
that described in Example 12. 

'H NMR (CDCI3): 5 8.29 (d, J = 8.12 Hz, 1H), 7.80 - 7.65 (m, 2H), 7.50 (t, J 
= 7.50 Hz, 1H), 7.18 (d, J = 8.40 Hz, 2H), 6.96 (d, J = 8.30 Hz, 2H), 5.15 (s, 2H), 4.16 
(q, J = 7.35 Hz, 2H), 3.95 (t, J = 6.32 Hz, 1H), 3.74 (s, 3H), 3.53 - 3.49 (m, 1H), 3.22 - 
3.18 (m, 1H), 2.96 (d, J = 6.32 Hz, 2H), 1.70 - 1.40 (m, 2H), 1.20 (t, J = 7.25 Hz, 3H), 
0.82 (t, J = 7.35 Hz, 3H). 
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Examp le 15 

phenyljpropanoic acid 

0 




™"^«™P<™d(3 1 0 mg , 8 , %)wasobtainedftom(±>ethyl 

0.97*™,, „ btained faEMmple , 4 Md ^ ^ 4 ^ « 

sumlar procedure to that described in Example 2. 
mp: 167-168°C. 

'HNMR(CDCI 3 ): 5 W ttI -»H„H ) ,,. I 2. M( „ 2!ft7 . S(u .. 
■ H, ,H), 7.1 9 (d, , . ,62 Hi ^ , 97 ft , . , 52 ^ m 5 , 6 4 os 

W I - 7.28 and 4.25 Hz, 1H ). 3.74 fc 3H), 3.60 - 3.40 (m, ,H), 3.40 - 3.25 (m !H) 
3.20 - 2.90 Om. 2H), 1 .56 fe J - 7.05 Hz, 2H), 0.85 ft J - 7.43 Hz, 3H). 

Examp le 16 

[2S, N(1S)J Z-propoxy-a-H-tp-methyM-oxo-S^-dihydro^-quinazolinyl] 
n.ethoxy] P henyl]-N-(2-hydroxy-l-phenylethyl) P ro P anamide(16a) 



Q H 




PR, N(1S)J ^Propoxy-S-^fP-methyl-zl-oxoO^dihydro^-quinazolinyll 
methoxy]phenyl].N-(2-hydroxy.l-phe„ylethyl) P ropanamide(16b) - 




? H Ph 
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The title compounds [2S, N(1S)J propanamide (16a) and [2R, N(1S)] propan- 
amide (16b) were obtained from (±)-2-propoxy-3-[4-[[3-methyi4-oxo-3,4-dihydro-2- 
quinazolinyljraethoxy] phenyl]propanoic acid (30 mg, 0.075 mmol) obtained in 
Example 15, triethylamine (47 uL, 0.33 mmol), pivaloyl chloride (1 1 uL, 0.083 mmol) 
and S-(+)-2-phenyl glycinol (10 mg, 0.075 mmol) by a similar procedure to that 
described in Example 4. 

Spectral data for (16a): 

*H NMR (CDC1 3 ): 5 8.31 (d, J = 8.31 Hz, 1H), 7.69 - 7.82 (m, 2H), 7.50 - 7.60 
(m, 1H), 7.12 - 7.39 (m, 7H), 6.94 (d, J = 6.23 Hz, 2H), 5.19 (s, 2H), 4.89 - 5.01 (m, 
1H), 3.98 (dd, J - 3.73 and 5.90 Hz, 1H), 3.76 (s, 3H), 3.60 - 3.67 (m, 2H), 3.38 (q, J = 
2.89 Hz, 2H), 3.13 (dd, J = 3.73 and 14.12 Hz, 1H), 2.95 (dd, J = 5.90 and 14.12 Hz, 
1H), 1.54 (q, J= 7.16 Hz, 2H), 0.84 (t, J = 7.40 Hz, 3H). 

Spectral Data for (16b): 

'HNMR (CDCI3): 5 8.32 (d, J = 7.89 Hz, 1H), 7.86 - 7.70 (m, 2H), 7.58 - 7.49 
(m, 1H), 7.39 - 7.08 (m, 7H), 6.92 (d, J = 8.40 Hz, 2H), 5.15 (s, 2H), 5.08 - 4.9,1 (m, 
1H), 4.00 (dd, J = 3.73 and 6.73 Hz, 1H), 3.87 (d, J = 4.89 Hz, 2H), 3.76 (s, 3H), 3.44 
(q, J - 3.46 Hz, 2H), 3.10 (dd, J = 3.73 and 14.1 1 Hz, 1H), 2.90 (dd, J = 6.73 and 
14.1 1 Hz, 1H), 1 .58 (q, J = 6.95 Hz, 2H), 0.90 (t, J = 7.42 Hz, 3H). 

Example 17 

(±)-Ethyl 2-(n-butoxy)-3-[4-[[3-methyl-4-oxo-3,4-diIiydro-2-quinazoIinyl] 
methoxy]pheny)]propanoate 




O 



The title compound (270 mg, 47%) was obtained as a liquid from (±)-ethyl 2- 
hydroxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy] phenyl] 
propanoate (500 mg, 1.31 mmol) obtained in Example 10, butyl bromide (0.7 ml, 0.64 
mmol) and sodium hydride (50 mg, 1.96 mmol) as a base by a similar procedure to 
that described in Example 12. 
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"H NMR (CDCI3): 5 8.30 (d, J = 7.47 Hz, 1H), 7.81 - 7.65 (m, 2H), 7.58 - 7.43 
(m, 1H), 7.18 (d, J = 8.62 Hz, 2H), 6.96 (d, J = 8.62 Hz, 2H), 5.16 (s, 2H), 4.15 (q, J = 
7.15 Hz, 2H), 3.93 (t, J = 6.40 Hz, 1H), 3.74 (s, 3H), 3.60 - 3.45 (m, 1H), 3.30 - 3.15 
(m, lH),2.95(d, J = 6.40Hz,2H), 1.78 - 1.40 (m, 4H), 1.21 (t, J = 7.15 Hz, 3H), 0.83 
(t,J = 7.35Hz,3H). 

Example 18 

(iWn-Butoxy)^-^^ 

phenyljpropanoic acid 
O 



o;r o 




OH 



CH, 

6 



The title compound (320 mg, 80%) was obtained from (±)-ethyl 2-(n-butoxy> 

3-[4-[[3-me%M-oxo-3,4-dihydro-2-qumazolmyl]methoxy]phenyl]propanoate(430 
mg, 0.98 mmol), obtained in Example 17 and sodium carbonate (520 mg, 4.91 mmol) 

by a similar procedure to that described in Example 2. 
mp: 145°C. 

J H NMR (CDCI3): 5 8.30 (d, J = 7.85 Hz, 1H), 7.85 - 7.60 (m, 2H), 7.54 .ft J- 
7.85 Hz, 1H), 7.20 (d, J = 8.62 Hz, 2H), 6.98 (d, J = 8.62 Hz, 2H), 5. 17 (s, 2H), 4.05 
(dd, J= 7.28 and 4.25 Hz, 1H), 3.74 (s, 3H), 3.65 - 3.48 (m, 1H), 3.28 - 3.32 (m, 1H), 
3.20 - 2.86 (m, 2H), 1.65 - 1.40 (m, 2H), 1.40 - 1.20 (m, 2H), 0.87 (t, J = 7.15 Hz, 3H). 

Example 19 

(±)-Ethyl2-(n-octyloxy)-3-[4-[[3-methyl-4-oxo-3,4-dihydro2-quinazolinyl] 
methoxyjphenyl] propanoate 

O 

'V° °^ CH3 

N XH 3 

The title compound (240 mg, 38%) was obtained as a liquid from (±)-ethyl 2- 
hydroxy-S-^-fP-methyM-oxo-S^-dihydro^-quinazolinylJmethoxy] phenyl] 
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propanoate (500 mg, 1 .3 1 ramol) obtained in Example 1 0, n-octylbromide (1.1 mL, 
6.54 mmol) and sodium hydride (50 mg, 1.96 mmol, 95% ) as a base by a similar 
procedure to that described in Example 12. 

'H NMR (CDC1 3 ): 8 8.30 (d, J = 8.3 Hz, 1H), 7.85 - 7.65 (m, 2H), 7,51 (t, J = 
8.02 Hz, 1H), 7.19 (d, J = 8.62 Hz, 2H), 6.96 (d, J = 8.62 Hz, 2H), 5.15 (s, 2H), 4.16 
(q, J = 7.15 Hz, 2H), 3.94 (t, J = 6.52 Hz, 1H), 3.74 (s, 3H), 3.60 - 3.48 (m, 1H), 3.31 - 
3.18 (m, 1H), 2.95 (d, J = 6.32 Hz, 2H), 1 .80 - 1 .40 (m, 4H), 1 .40 - 1 .05 (m, 1 1 H), 
0.87 (t, J = 6.67 Hz, 3H). 

Example 20 

(±) 2-(n-Octyloxy)-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl] methoxy] 

phenyljpropanoic acid 
O 

o 

The title compound (350 mg, 88%) was obtained from (±>ethyl 2-(n-octyloxy) 
-3-[4-[[3-methyl-4-oxo-3 ,4^hydro-2-quinazolinyl]methoxy] phenyljpropanoate (43 7 
mg, 0.88 mmol) obtained in Example 19 and sodium carbonate (468 mg, 4.40 mmol) 
by a similar procedure to that described in Example 2. 

mp: 99-100°C. 

'H NMR (CDCI3): 5 8.31 (d, J = 8.3 Hz, 1H), 7.82 - 7.65 (m, 2H), 7.51 (t, J = 
8.02 Hz, 1H), 7.19 (d, J = 8.62 Hz, 2H), 6.97 (d, J = 8.62 Hz, 2H), 5.16 (s, 2H), 4.10 - 
4.00 (m, 1H), 3.74 (s, 3H), 3.62 - 3.45 (m, 1H), 3.45 - 3.28 (m, 1H), 3.18 - 2.88 (m, 
2H), 1.68 - 1.42 (m, 2H), 1.42 - 1.12 (m, 10 H), 0.88 (t, J = 5.88 Hz, 3H). 

Example 21 

(±)-Ethyl2-benzyloxy-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy] phenyl] propanoate 
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The title compound (1 .40 g, 57%) was obtained as a liquid from (±)-ethyl 2- ■ 

propanoate (2.0 g, 5.23 mmol) obtained in Example 10, benzyl bromide (1 .07 g, 6.28 
mmol) and sodium hydride (260 mg, 10.46 mmol, 95%) by a similar procedure to that 
described in Example 12. 

'H NMR (CDCI3): 8 8.30 (d, J = 7.89 Hz, 1H), 7.76 - 7.63 (m, 2H), 7.54 (t J = 
7.89 Hz, 1H), 7.46 - 7.04 (m, 5H),7.20 (d, J = 8.72 Hz, 2H), 6.96 (d, J = 6.89 Hz, 2H) 
5.16 (s, 2H), 4.66 (d, J = 1 1.85 Hz, 1H), 4.36 (d, J = 1 1.85 Hz, 1H), 4.30 - 4.00 (m 
3H), 3.74 (s, 3H), 3:08 - 2.92 (m, 2H), 1.24 (q, J = 7.15 Hz, 3H). 

Example 22 

(^-Benzyloxy-S-^^^ methoxy] 

pfaenyljpropanoic acid 
O 




The title compound (1.0 g, 77%) was obtained from (diethyl 2-benzyloxy-3- 
[4-[[3-memyl-4-oxo-3,^ 

2.97 mmol) obtained in Example 21 and sodium carbonate (1.57 g, 14.81 mmol) by a 
similar procedure to that described in Example 2. 
mp: 152-I54°C. 

*H NMR (CDC1 3 ): 5 8.30 (d, J = 7.89 Hz, 1H), 7.82- 7.68 (m,2H), 7.53 (t J = 
7.89 Hz, 1H), 7.35 - 7.18 (m, 5H), 7.19 (d, J = 8.72 Hz, 2H), 6.97 (d, J = 8.72 Hz, 2H) 
5.16 (s, 2H), 4.64 (d, J = 11.62 Hz, 1H), 4.43 (d, J = 1 1.2 Hz, 1H), 4.16 (dd, J = 7 45 
and 4.55 Hz, 1H), 3.74 (s, 3H), 3.20 - 2.91 (m, 2H). 
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Example 23 

(±)-EthyI 2-pbenoxy 3-[4-[[3-methyI-4-oxo-3,4-dihydro-2-quinazolinyIJ methoxy] 

phenyljpropanoate 

O 

OEt 




5 The title compound (900 mg, 95%) was obtained as a liquid from (i)-ethyl 2- 

phenoxy-3-(4-hydroxyphenyl)propanoate (660 mg, 2.3 mmol) obtained in preparation 
5 , 2-chloromethyl-3-methyl-4-oxo-3,4-dihydroquinazoline (563 mg, 2.7 mmol) and 
potassium carbonate (637 mg, 4.61 mmol) as a base by a similar procedure described 
in Example I. 

10 'H NMR (CDC1 3 ): 5 8.29 (d, J = 7.89 Hz, 1H), 7.65 - 7.80 (m, 2H), 7.50 (t, J = 

7.10 Hz, 1H), 7.15 - 7.32 (m, 5H), 6.92 - 7.05 (m, 2H), 6.84 (d, J = 7.98 Hz, 2H), 5.16 
(s, 2H), 4.75 (t, J - 6.39 Hz, 1H), 4.16 (q, J = 6.36 Hz, 2H), 3.72 (s, 3H), 3.20 (d, J = 
6.64 Hz, 2H), 1.17 (t, J = 7.15 Hz, 3H). 

Example 24 

15 (±)-2-Phenoxy-3-[4-[[3-methyM-oxo-3,4-dihydro-2-quinazoUnyl]methoxy]phenyfl 

propanoic acid 

O 

"OH 




O 

The title compound (0.45 g, 53%) was obtained from (±)-ethyl 2-phenoxy-3- 
[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl]propanoate (900 mg, 
20 1.96 mmol) obtained in Example 23 and sodium carbonate (1 .04 g, 9.82 mmol) by a 
similar procedure to that described in Example 2. 

mp: 156-1 58°C. 
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'H NMR (CDCI3): 5 8.31 (d, J = 7.89 Hz, 1H), 7.85 - 7.65 (m, 2H), 7.52 (t, J 
= 6.39 Hz, 1H), 7.35 - 7.21 (m, 5H), 7.02 - 6.96 (m, 2H), 6.87 (d, J = 7.93 Hz, 2H), 
5.15 (s, 2H), 4.85 (t, J = 6.02 Hz, 1H), 3.73 (s, 3H), 3.26 (d, J = 6.14 Hz, 2H). 

Example 25 

5 (±)-Ethyl2-(2-methoxyethoxy)-3-[4-[[3-methyI-4-oxo-3,4-dihydro-2-q U inazoIinyI] 

methoxy]phenyl]propanoate 
O 

o 

The title compound (560 mg, 83%) was obtained from (±)-ethyl 2-(2-methoxy- 
ethoxy)-3-(4-hydroxyphenyl)propanoate (410 mg, 1.529 mmol), 2-chloromethyl-3- 
1 0 methyl-4-oxo-3,4-dihydroquinazoUne (640 mg, 3.058 mmol) and potassium carbonate 
(634 mg, 4.58 mmol) as a base by a similar procedure to that described in Example 1 . 

! H NMR (CDCI3): 5 8.31 (d, J = 7.45 Hz, 1H), 7.84 - 7.68 (m, 2H), 7.51 (t, J = 
6.41 Hz, 1H), 7.20 (d, J= 8.61 Hz, 2H), 6.98 (d, J = 8.61 Hz, 2H), 5.18 (s, 2H), 4.21 - 
4.02 (m, 4H), 3.76 (s, 3H), 3.75 - 3.66 (m, 1H), 3.65 - 3.40 (m, 3H), 3.31 (s, 3H), 3.01 
15 - 2.96 (m, 1H), 1.22 (t, J = 7.15 Hz, 3H). 

Example 26 

(±)-2-(2-Methoxyethoxy)-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoic acid 




The title compound (270 mg, 51%) was obtained from (±)-ethyl 2-(2-methoxy- 
ethoxy)-3-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy] phenyl] 
propanoate (560 mg, 1.27 mmol) obtained in Example 25 and sodium carbonate (675 
mg, 6.36 mmol) by a similar procedure to that described in Example 2. 

mp: 146-148°C. 
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l K NMR (CDCI3): 5 8.30 (d, J = 7.47 Hz, 1H), 7.82 - 7.69 (m, 2H), 7.52 (t, J = 
6.41 Hz, 1H), 7.21 (d, J = 8.63 Hz, 2H), 6.99 (d, J = 8.63 Hz, 2H), 5.17 (s, 2H), 4.06 
(dd, J - 3.46 and 8.76 Hz, 1H), 3.75 (s, 3H), 3.71 - 3.42 (m, 4H), 3.40 (s, 3H), 3.19 
(dd, J - 3.46 and 14.16 Hz, 1H),2.91 (dd, J = 8.76 and 14.16 Hz, 1H). 

Example 27 

(±)-Ethyl 2-ethoxy»3-[4-[242-ethyl-4-oxo-3,4-dihydro-3-quinazoUnyl]ethoxy] 



phenyljpropanoate 

O 




Method A 

To a stirred solution of 2-ethyl-4-oxo-3,4-dihydroquinazoline (200 mg, 1.15 
mmol) in DMF (3 mL) was added potassium carbonate (317 mg, 2.30 mmol) and 
stirred for 30 min. To this reaction mixture was added a solution of (±) ethyl 2-ethoxy 
-3-[4-(2-bromoethoxy)phenyl]propanoate (475 mg, 1.38 mmol) (disclosed in U.S. 
Patent Application Serial No. 09/012,585) in DMF (2 mL) and stirred for 24 h at 
30°C. The reaction mixture was diluted with water and extracted with ethyl acetate (3 
+ 10 mL). The combined organic extracts were washed with brine, dried over 
anhydrous Na 2 SC>4 and concentrated to yield the title compound (260 mg, 51%). . 

Method B 

To a stirred suspension of sodium hydride (1.15 g, 28.7 mmol, 60%) in dry 
DMF (60 mL) was added 2-ethyl-4-oxo-3,4-dihydroquinazoline (5.0 g, 28.7 mmol) at 
0°C and stirred for 0.5 h at the same temperature. To the reaction mixture was added 
lithium bromide (5.0 g, 57.47 mmol) in one portion and stirring continued for further 
0.5 h at 0°C. A solution of (±) ethyl 2-ethoxy-3-[4-(2-bromoethoxy) phenyl] 
propanoate (14.87 g, 43.1 mmol), in dry DMF (20 mL) was added and stirred for 5 h 
at 30°C. The reaction mixture was diluted with water and extracted with ethyl acetate 
(3 + 10 mL). The combined organic layers were washed with brine, dried over 
anhydrous Na 2 S04 and concentrated to yield the title compound (6.1 g, 48%). 
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MethodC 

To a stirred solution of (±) ethyl 2-ethoxy-3-[4-[2-[N-(2-aminobenzoyl) amino- 
ethoxy]phenyl] propanoate (15 g, 37.5 mmol) obtained in preparation 6, in a mixture 
of xylene (50 mL) and propionic acid (50 mL) was added triethylamine (10.4 mL, 7.5 
g, 75 mmol) followed by addition of propanoyl chloride (3.6 mL, 3.8 g, 41 mmol) at ca 
30°C and stirred for 2 h. The reaction mixture was immersed in pre-heated oil bath at 
160°C and stirred for 24 h. at the same temperature. Water was added to the reaction 
mixture and extracted with ethyl acetate (3 + 100 mL). The organic extracts were 
washed with brine, dried over anhydrous Na 2 S0 4 and concentrated. The crude 
compound was crystallised from diisopropyl ether to yield the title compound (1 1.8 g, 
72%). 

mp: 86-88°C. 

l U NMR (CDC1 3 ): 8 8.25 (d, J = 7.89 Hz, 1H), 7.80 - 7.60 (m, 2H) ; 7.43 (t, J = 
7.89 Hz, 1H), 7.12 (d, J - 8.62 Hz, 2H), 6.76 (d, J = 8.62 Hz, 2H), 4.54 (t, J - 5.07 Hz, 
2H), 4.30 (t, J = 5.07 Hz, 2H),4.15 (q, J = 7.06 Hz, 2H), 3.92 (t, J = 6.4 Hz, 1H), 3.68 - 
3.48 (m, 1H), 3.40 - 3.20 (m, 1H), 3.1 1 (q, J = 7.38 Hz, 2H), 2.91 (d, J = 6.64 Hz, 2H), 
1.44 (t, J = 3.8 Hz, 3H), 1.21 (t, J = 7.06 Hz, 3H), 1.14 (t, J = 7.38 Hz, 3H). 

Example 28 

(±)-2-Ethoxy-3-[4-[2-[2-eihy!-4-oxo-3,4-dihydro-3-quinazolinyI] ethoxy] 



phenyl] propanoic acid 

o 




o 



The title compound (72 mg, 70%) was obtained from (db)-ethyl 2-ethoxy-3-[4- 
[2-[2-ethyM-oxoO,4-dihydroO-quinazolinyI]ethoxy]phenyl]propanoate (1 10 mg, 
0.25 mmol) obtained in Example 27 and sodium carbonate (133 mg, 1.25 mmol) by a 
similar procedure to that described in Example 2. 

mp 140-141°C. 

! H NMR (DMSO-d 6 ): 5 8.13 (d, J = 7.89 Hz, 1H), 7.82 (t, J = 7.01 Hz, 1H), 
7.64 (d, J - 8.21 Hz, 1H), 7.50 (t, J = 7.26 Hz, 1H), 7.13 (d, J = 8.50 Hz, 2H), 6.84 (d, 
J = 8.50 Hz, 2H), 4.47 (t, J = 5.19 Hz, 2H), 4.26 (t, J = 5.19 Hz, 2H), 3.99 - 3.84 (m, 
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1H), 3.60 - 3.40 (m, 1H), 3.40 - 3.20 (m, 1H), 3.06 (q, J = 6.96 Hz, 2H), 2.88 (q, J = 
6.64 Hz, 2H), 1.32 (t, J = 7.17 Hz, 3H), 1.02 (t,' J = 6.96 Hz, 3H). 

Example 29 

[2R, N(1S)] 2-ethoxy-3-[4-[2-[2-ethyI-4-oxo-3,4-dihydro-3-quinazolinyl]ethoxy]-N- 
(2-hydroxy-l-phenyIethyl)propanamide (29a) 

9 H Ph 




^ H &Et H 

6 

[2S, N(1S)] 2-ethoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3- 
quinazoIinyl]ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide(29b) 

9 H Ph 




•O'^ 5 ' H " OEt H 

6 

The title compounds [2R, N(1S)] propanamide (29a) and [2S, N(1S)] 
propanaraide (29b) were obtained from (±)-2-ethoxy-3-[4-[2-[2-ethyl-4-oxo-3,4- 
dmydro-3^iiinazolinyl]ethoxy]phenyl]propanoic acid (187 mg, 0.45 mmol) obtained 
in Example 28, triethylamine (288 pL, 2.05 mmol), pivaloyl chloride (61 }xL, 0.5 
mmol) and S-(+)-2-phenylglycinol (62 mg, 0.45 mmol) by a similar procedure to that 
described in Example 4. 

Spectral data for (29a): 

mp: 128-130°C; [ct] D 25 = + 46.1 (c = 1.0, MeOH). 

'H NMR (CDCI3): 8 8.26 (d, J = 7.89 Hz, 1H), 7.80 - 7.68 (m, 2H), 7.46 (t, J = 
7.24 Hz, 1H), 7.38 - 6.96 (m, 7H), 6.79 (d, J = 8.49 Hz, 2H), 5.01 - 4.90 (m, 1H), 4.56 
(t, J = 4.98 Hz, 2H), 4.34 (t, J = 4.98 Hz, 2H), 3.95 (dd, J = 3.80 and 6.66 Hz, 1H), 
3.68 (d, J = 5.40 Hz, 2H), 3.48 (q, J = 6.95 Hz, 2H), 3.21 - 3.10 (m, 2H), 3.10 - 2.84 
(m, 2H), 1 .46 (t, J = 7.3 1 Hz, 3H), 1 . 1 3 (t, J = 7.05 Hz, 3H). 

Spectral data for (29b): 

mp: 1 56-1 58°C; [a] D 25 = + 4. 1 (c - 1 .0, MeOH). 
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'H NMR (CDCI3): 5 8.28 (d, J = 7.89 Hz, 1H), 7.81 - 7.68 (m, 2H), 7.46 (t, J = 
7.24 Hz, 1H), 7.26 - 7.00 (m, 7H), 6.70 (d, J = 8.49 Hz, 2H), 5.02 -4.91 (m, 1H), 4.57 
(t, J = 5.14 Hz, 2H), 4.30 (t, J = 5.14 Hz, 2H), 3.98 (dd, J = 3.80 and 6.66 Hz, 1H), ' 
3.85 (d, J = 4.25 Hz, 2H), 3.60 - 3.45 (m, 2H), 3.16 (q, J = 7.19 Hz, 2H), 3.10 - 2.80 
(m, 2H), 1.47 (t, J = 7.36 Hz, 3H), 1.17 (t, J = 7.01 Hz, 3H). 

Example 30 

(+)-2-Ethoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3-quiriazolinyl]ethoxy]phenyl] 



propanoic acid 

O 




O 



The title compound (83 mg, 71 %) was obtained from [2R, N(1S)] 2-ethoxy-3- 
[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3 -quinazolinyl]ethoxy]phenyl]-N-(2-hydroxy- 1 - 
phenylethyl)propanamide (150 mg, 0.283 mmol) obtained in Example 29a by a similar 
procedure to that described in Example 6. 

mp: 120-122°C. 

[a] D 25 = + 19.2 (c = 1.0, MeOH). 

'H NMR (CDCI3): 6 8.24 (d, J - 7.88 Hz, 1H), 7.80 - 7.63 (m, 2H), 7.43 (t, J = 
7.21 Hz, 1H), 7.1 1 (d, J - 8.63 Hz, 2H), 6.77 (d, J - 8.63 Hz, 2H), 4.53 (t, J = 4.98 Hz, 
2H), 4.30 (t, J = 4.98 Hz, 2H), 4.01 (dd, J = 4.47 and 7.38 Hz, 1H), 3.69 - 3.34 (m, 
2H), 3.19 - 2.85 (m, 4H), 1.42 (t, J = 7.42 Hz, 3H), 1.14 (t, J = 6.94 Hz, 3H). 

Example 31 

(-)-2-Ethoxy-3-(4-[2-[2-ethyI-4-oxo-3,4-dihydro-3- 
quinazolinyl]ethoxy] phenyl] propanoic acid 




The title compound (170 mg, 82 %) was obtained from [2S, N(1S)] 2-ethoxy- 
3-[4-[2-[2-ethyl-4-oxo-3 ,4-dihydro-3-quinazolinyl]ethoxy]phenyl]-N-(2-hydroxy- 1 - 
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phenylethyl)propanamide (267 mg, 0.504 mmol) obtained in Example 29b by a similar 
procedure to that described in Example 6. 
mp: 134-136°C 

[a] D 25 = -19.2 (c= 1.0, MeOH). 

'H NMR (CDCb): 5 8.24 (d, J = 7.89 Hz, 1H), 7.79 - 7.61 (m, 2H), 7.43 (t, J 
- 7.66 Hz, 1H), 7.1 1 (d, J = 8.63 Hz, 2H), 6.77 (d, J = 8.63 Hz, 2H), 4.53 (t, J = 4.98 
Hz, 2H), 4.31 (t, J = 4.98 Hz, 2H), 4.02 (dd, J = 4.22 and 7.12 Hz, 1H), 3.61 - 3.32 (m, 
2H), 3.16 - 2.82 (m, 4H), 1.43 (t, J= 7.36 Hz, 3H), 1.15 (t, J = 6.96 Hz, 3U). 

Example 32 

(+)-EthyI2-ethoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3- 
quinazolinyl]ethoxy]phenyl] propanoate 

O 

6 

To a stirred suspension of potassium carbonate (172 mg, 1 .24 mmol) in DMF 
(2 mL) was added a solution of (+)-2-ethoxy-3-[4-[2-[2-ethyH-oxo-3 3 4-dihydro-3- 
quinazolinyl]ethoxy]phenyl]propanoic acid (256 mg, 0.624 mmol) obtained in 
Example 30 in dry DMF (2 mL) and stirred at ca 30°C for 30 min. To this reaction 
mixture was added ethyl bromide (93 mL, 1.24 mmol) slowly dropwise and stirred for 
1 h at ca 30°C. The reaction mixture was poured into water (15 mL) and extracted 
with ethyl acetate (2x15 mL). The combined ethyl acetate extracts were washed with 
water, brine, dried over anhydrous Na 2 S0 4 and concentrated. The crude product was 
purified by column chromatography using ethyl acetate and pet ether (4 : 6) as eluent 
to afford the title compound (92 mg, 86 %). 

mp: 114-116 °C. 

[a] D 25 = 1 1.1 (c = 1.0, MeOH). 

! H NMR (CDC1 3 ) 5 8.26 (d, J - 7.88 Hz, 1H), 7.66 - 7.85 (m, 2H), 7.45 (t, J = 
6.68 Hz, 1H), 7.13 (d, J = 8.39 Hz, 2H), 6.78 (d, J = 8.62 Hz, 2H), 4.55 (t, J = 5.14 Hz, 
2H), 4.32 (t, J = 5.03 Hz, 2H), 4.16 (q, J - 7.09 Hz, 2H), 3.93 (t, J = 6.57 Hz, 1H), 3.69 
- 3.50 (m, 1H), 3.42 - 3.25 (m, 1H), 3.12 (q, J = 7.36 Hz, 2H), 2.93 (d, J = 6.55 Hz, 
2H), 1 .45 (t, J = 7.33 Hz, 3H), 1 .32 - 1. 1 1 (m, 6H). 
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Examole 33 

(-)-Ethyl 2-ethoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3-quinazoIinyl]ethoxyJ 



phenyljpropanoate 

O 




0 



The title compound (75 mg, 70%) was obtained from (-)-2-ethoxy-3-[4-[2-[2- 
e%l-4-oxo-3,4-dmydro-3-quinazolinyl]ethoxy]phenyl]propanoic acid (100 mg, 0.243 
mmol) obtained in Example 31, ethyl bromide (36 mL, 0.487 mmol) and potassium 
carbonate as a base by a similar procedure to that described in Example 32. 

mp: 108-1 10°C 

[a] D 25 = - 1 1.68 (c = 0.50, MeOH). 

'H NMR (CDC1 3 ): 5 8.26 (d, J = 7.47 Hz, 1H), 7.83 - 7.64 (m, 2H), 7.45 (t, J = 
7.26 Hz, 1H), 7.13 (d, J = 8.62 Hz, 2H), 6.78 (d, J = 8.62 Hz, 2H), 4.55 (t, J = 5.14 Hz, 
2H), 4.32 (t, J = 5.03 Hz, 2H), 4.16 (q, J = 7.10 Hz, 2H), 3.93 (t, J = 6.55 Hz, 1H), 3.69 
- 3.51 (m, 1H), 3.42 - 3.26 (m, 1H), 3.12 (q, J = 7.38 Hz, 2H), 2.93 (d, J = 6.59 Hz, 
2H), 1.45 (t, J = 7.33 Hz, 3H), 1.30 - 1.1 1 (m, 6H). 

Example 34 

(+)-EthyI2-ethoxy-3-[4-[2-[2-methyI-4-oxo-3,4-dihydro-3- 



quinazolinyI]ethoxy]phenyl] propanoate 

O 




The title compound (229 mg, 33%) was obtained as a liquid from 2-methyl-4- 
oxo-3,4-dihydroquinazoline (0.25 g, 1.56 mmol), potassium carbonate (43 1 mg, 3.12 
mmol) and (±)-ethyl 2-ethoxy-3-[4-(2-bromoethoxy)phenyl]propanoate (647 mg, 1.87 
mmol) (disclosed in U.S. Patent Application Serial No. 09/012,585) by a similar 
procedure to that described in Example 27. 

'H NMR (CDCI3): 5 8.24 (d, J = 8.3 1 Hz, 1H), 7.79 - 7.60 (m, 2H), 7.44 (t, J = 

£ ftc tjv. run t n t a t__ o ^ t_t_ ^tt\ ✓* , » ▼ « — _ — . . 

x. ■*•■*->■) * - o,oj ri±, Mj, u./ / ^u, j - HZ, ZJtij, (t, J = 4.yj HZ, 
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2H), 4.32 (t, J = 4.82 Hz, 2H), 4. 12 (q, J = 5.65 Hz, 2H), 3.92 (t, J = 6.64 Hz, 1H), 3.63 
- 3.50 (m, 1H), 139 - 3.21 (m, 1H), 2.92 (d, J = 6.65 Hz, 2H), 2.81 (s, 3H), 1.29 - 
1.09 (m,6H). 

Example 35 

(±)-2-Ethoxy-3-[4-[2-[2-methyI-4-oxo-3,4-dihydro-3-quinazoIinyI]etho.\7]phenyl] 

propanoic acid 

O 

-V irv~v -oh 

o 

The title compound (100 mg, 61%) was obtained from (±)-ethyl 2-ethoxy 3-[4- 
[2-[2-methyI-4-oxo-3,4-dihydro-3-quinazoIinyl]ethoxy]phenyl]propanoate (1 75 mg, 
0.41 mmol) obtained in Example 34 and sodium carbonate (219 mg, 2.06 mmol) by a 
similar procedure to that described in Example 2. 

mp: 124-126 °C. 

•H NMR (CDC1 3 ): 5 8.25 (d, J = 7.89 Hz, 1H), 7.79 - 7.60 (m, 2H), 7.45 (t, J = 
7.47 Hz, 1H), 7.13 (d, J = 8.62 Hz, 2H), 6.79 (d, J = 8.62 Hz, 2H), 4.53 (t, J = 4.82 Hz, 
2H), 4.33 (t, J = 4.98 Hz, 2H), 4.08 - 3.99 (m, 1H), 3.62 - 3.39 (m, 2H), 3. 12 - 2.86 (m, 
2H), 2.81 (s, 3H), 1.16 (t, J - 7.05 Hz, 3H). 

Example 36 

[2R, N(1S)] 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3- 
quinazolinyl]ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide (36a) : 




V 




6 

[2S, N(1S)] 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3- 

quinazoliny]]ethoxyIphenyl]-N-(2-hydroxy-l-phenyIethyl)propanamide(36b) 

9 H Ph 
^ N X^OH 
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The title compounds [2R, N(1S)] propanamide (36a) and [2S, N(1S)] 
propanamide (36b) were obtained from (±)-2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4- 
dihydro-3-quinazolinyl]ethoxy]phenyI]propanoic acid (1.5 g, 3.78 mmol) obtained in 
Example 35, triethylamine (2.37 mL, 16.87 mmol), pivaloyl chloride (0.56 mL, 4.17 
5 mmol) and S-(+)-2-phenylglycinol (520 mg, 3 .78 mmol) by a similar procedure to that 
described in Example 4. 

Spectral data for (36a): 

mp: 150-152 °C. [ah 25 - 43.0 (c = 0.4, MeOH). 

*H NMR (CDGI3): 5 8.23 (d, J = 7.89 Hz, 1H), 7.79 - 7.59 (m, 2H), 7.43 (t, J = 
10 7.89 Hz, 1 H), 7.79 - 7.59 (m, 7H), 7.43 (t, J = 8.4 Hz, 2H), 4.99 - 4.90 (m, 1 H), 4.52 
(t, J = 4.82 Hz, 2 H), 4.33 (t, J = 4.82 Hz, 2 H), 3.93 (dd, J = 6.18 and 3.78 Hz, 1 H), 
3.69 - 3.60 (m, 2H), 3.45 (q, J = 7.02 Hz, 2H), 3.08 (dd, J - 16.1 1 and 3.74 Hz, 1 H), 
2.91 (dd, J = 14. 1 1 and 6.46 Hz, 1 H), 2.81 (s, 3 H), 1 . 10 (t J = 6.94 Hz, 3 H). 
Spectral data for (36b): 

mp: 1 58-1 60 °C. [a] D 25 = 7.5 (c = 0.4, MeOH). 

'H NMR (CDC1 3 ): 5 8.27 (d, J = 7.89 Hz, 1H), 7.80 - 7.61 (m, 2H), 7.45 (t, J = 
7.38 Hz, 1H), 7.29 - 6.99 (m, 7H), 6.70 (d, J = 8.67 Hz, 2H), 5.01 - 4.92 (m, 1H), 4.55 
(t, J = 4 r 93 Hz, 2H), 4.3 1 (t, J = 4.93 Hz, 2H), 3.97 (dd, J = 6.59 and 3.88 Hz, 1H), 
3.88-3.80 (m, 2H), 3.59 - 3.43 (m, 2H), 3.05 (dd, J= 14.1 1 and 3.50 Hz, 1H), 2.92 - 
2.80 (m, 3H), 2.82 (s, 3H), 1.17 (t, J = 6.94 Hz, 2H) 



(+)-2-Ethoxy-3-[4-[2-[2-methyI-4-oxo-3,4-dihydro-3-quinazolinyI]ethoxy]phenyl] 



The title compound (330 mg, 81%) was obtained from [2R, N(l S)] 2-ethoxy-3- 
[4-[2-[2-memyl-4-oxo-3,4-dmy(lro-3-quinazoImyl]emoxy]phenyl]-N-(2-hy4-oxy-l- 
phenylethyl]propanamide (530 mg, 1.03 mmol) obtained in Example 36a by a similar 
procedure to that described in Example 6. 

mp: 110-112 °C. 



Example 37 



propanoic acid 



O 
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[a] D 25 = 16.7 (c = 1.0, MeOH). 

'H NMR (CDCI3) : 8 8.23 (d, J = 7.89 Hz, 1H), 7.79 - 7.60 (m, 2H), 7.43 (t, J = 
7.3 1 Hz, 1H), 7. 1 3 (d, J = 8.3 Hz, 2H), 6.77 (d, J = 8.39 Hz, 2H), 4.52 (t, J = 4.77 Hz, 
2H),4.31 (t, J = 4.77 Hz, 2H), 4.00 (dd, J = 7.47 and 4.56 Hz, JH). 3.66- 3.31 (m, ' 
2H), 3.05 (dd, J = 14.16, 4.5 Hz, 1H), 2.89 (dd, J = 14.16, 7.47 Hz, 1H), 2.81 (s, 3H) 
1.15 (t, J = 7.01 Hz, 3H). 

Example 38 

(-)-2-Ethoxy-3-[4-[2-[2-m^ 

propanoic acid : 

O 

"OH 




V 




O 

The title compound (340 mg, 78%) was obtained from [2S, N(l S)]-2-ethoxy-3- 

[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl]ethoxy]phenyl]-N-(2-hydroxy-l- 
phenylethyl)propanamide (570 mg, 1.1 mmol) obtained in Example 36b by a similar 
procedure to that described in Example 6. 
mp: 132-134°C 

tab 25 = -16.4 (c = 1 .0, MeOH). 

'H NMR (CDCI3): 5 8.24 (d, J = 7.89 Hz, 1H), 7.78 - 7.60 (m, 2H), 7.43 (t, J 
= 7.35 Hz, 1H), 7.12 (d, J = 8.53 Hz, 2H), 6.77 (d, J = 8.49 Hz, 2H). 4.52 (t, J = 4.88 
Hz, 2H), 4.32 (t,.J = 4.93 Hz, 2H), 4.01 (dd, J = 7.4 and 4.54 Hz, 1H), 3.65 - 3.3 1 (m, 
2H), 3.05 (dd, J = 14.1 1 and 4.47 Hz, 1H), 2.92 (dd,14.1 1 and 7.47 Hz, 1H). 2.81 (s, 
3H),1.15(t,J = 6.96Hz,3H). 

Example 39 

(+)-EthyI2-etbox y .3-I4.[2-[2-methyl-4-oxo-3 ) 4-dih y dro-3-quinazoIinylJethoxy] 

phenyl] propanoate 
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The title compound (50 mg, 78%) was obtained from (+)-2-ethoxy-3-[4-[2-[2- 
methyI-4-oxo-3,4-dihydro-3-quinazolinyl]ethoxy]phenyl]propanoic acid (60 mg, 0.15 
mmol) obtained in Example 37, potassium carbonate (42 mg, 0.30 mmol), and ethyl 
bromide (33 mg, 0.30 mmol) by a similar procedure to that described in Example 32. 

mp: 108-1 10°C. 

[a] D 25 = 12.8 (c = 0.5, MeOH). 

J H NMR (CDCfe) : 5 8.26 (d, J = 8.3 Hz, 1H), 7.80 - 7.60 (m, 2H), 7.46 (t, J = 
7.47 Hz, 1H), 7.15 (d, J = 8.3 Hz, 2H), 6.79 (d, J - 8.42 Hz, 2H), 4.54 (t, J = 4.8 1 Hz, 
2H), 4.34 (t, J = 4.82 Hz, 2H), 4.17 (q, J = 7.05 Hz, 2H), 3.94 (t, J = 6.59 Hz, 1H), 3.68 
- 3.50 (m, 1H), 3.41 - 3.22 (m, 1H), 2.94 (d, J = 6.44 Hz, 2H), 2.84 (s, 3H), 1.30 - 
l.lO(m,6H). 

Example 40 

(-)-Ethyl 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3- 
quinazolinyl] ethoxy]phenyl] propanoate 

O 




O 



The title compound (51 mg, 79%) was obtained from (-)-2-ethoxy-3-[4-[2-[2- 
me%l-4-oxo-3,4-dihydro-3-quinazolinyl]emoxy]phenyl]propanoic acid (60 mg, 0.15 
mmol) obtained in Example 38, ethyl bromide (33 mg, 0.30 mmol) and potassium 
carbonate (42 mg, 0.30 mmol) as a base by a similar procedure to that described in 
Example 32. 

mp:112-114°C 

[a] D 25 = 12.8 (c = 0.50, MeOH). 

'H NMR (CDC1 3 ): 5 8.27 (d, J - 7.89 Hz, 1H), 7.80 - 7.61 (m, 2H), 7.46 (t, J - 
7.42 Hz, 1H), 7.15 (d, J - 8.10 Hz, 2H), 6.79 (d, J = 8.63 Hz, 2H), 4.54 (t, J = 4.89 Hz, 
2H), 4.34 (t, J= 4.82 Hz, 2H), 4.17 (q, J - 7.09 Hz, 2H), 3.94 (t, J = 6.64 Hz, 1H), 3.69 
- 3.51 (m, 1H), 3.40 - 3.23 (m, 1H), 2.94 (d, J = 6.31 Hz, 2H), 2.84 (s, 3H), 1 .32 - 
1.11 (m,6H). 
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Examnle 41 

(±)-EthyI 2-ethoxy-3-[4-[2-[4-oxo-3,4-dihydro-3-quinazolinyl]ethoxy] 

phenyljpropanoate 



o 




o 



5 The title compound (525 mg, 62%) was obtained from 4-oxo-3,4-dihydro- 

quinazoline (300 mg, 2.05 mmol), potassium carbonate (0.567 g, 4,1 mmol) and ethyl 
2-ethoxy-3-[4-(2-brombethoxy)phenyl]propanoate (0.85 1 g, 2.46 mmol) (disclosed in * 
U.S. Patent Application Serial No. 09/012,585), by a similar procedure to that 
described in Example 27. 

10 mp:90-92°C. 

1 HNMR(CDCl 3 ):5 8.30 (d, J = 8.3 Hz, 1H), 8.21 (s, 1H), 7.81 -7.71 (m, 2H), 
7.50 (t, J = 6.22 Hz, 1H), 7.12 (d, J = 8.39 Hz, 2H), 6.78 (d, J = 8.39 Hz, 2H), 4.40 (t, 
J = 4.77 Hz, 2H), 4.27 (t, J - 4.61 Hz, 2H), 4.14 (q, J = 7.11 Hz, 2H), 3.92 (t, J = 6.64 
Hz, 1H), 3.68 - 3.51 (m, 1H), 3.40 - 3.22 (m, 1H), 2.91 (d, J = 6.64 Hz, 2H), 1.29 - 

15 1.10 (m,6H). 

Example 42 

(±)-2-Ethoxy-3-[4-[2-[4-oxo-3,4-dihydro-3-quinazoliiiyl]ethoxy]phenyl]propanoic 



acid 

O 




20 The title compound (125 mg, 67%) was obtained from (±)-ethyl 2-ethoxy-3-[4- 

[2-[4«oxo-3,4-dihydro-3-quinazolinyl]ethoxy]phenyl]propanoate (0.2 g, 0.487 mmol) 
obtained in Example 41 and sodium carbonate (0.258 g, 2.44 mmol) by a similar 
procedure to that described in Example 2. 
mp: 160-162°C. 

25 l H NMR (CDC1 3 ): S 8.42 (s, 1H), 8.19 (d, J = 7.89 Hz, 1H), 7.86 (t, J = 7.63 

Hz, 1H), 7.71 (d, J = 7.98 Hz, 1H), 7.58 (t, J = 7.47 Hz, 1H), 7.13 (d, J = 7.98 Hz, 2H), 
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6.86 (d, J = 7.98 Hz, 2H), 4.38 (d, J = 4.98 Hz, 2H), 4.28 (d, J = 4.66 Hz, 2H), 3.93 (t, 
J = 6.27 Hz, 1H), 3.58 - 3.42 (m, 2H), 2.82 (d, J = 7.98 Hz, 2H), 1 .03 (t, J = 7.05 Hz, 
3H). 

Example 43 

(±)-Ethyl 2-phenoxy-3-[4-[2-[2-ethyl-4-oxo-3,4-dihydro-3- 
quinazolinyl]ethoxy]phenyl] propanoate 




O 



the title compound (140 mg, 20%) was obtained from (±)-2-ethyl-4-oxo-3,4- 
dihydroquinazoline (250 mg, 1.43 mmol), potassium carbonate (396 mg, 2.87 mmol) 
10 and ethyl 2-phenoxy-3-[4-(2-bromoethoxy)phenyl]propanoate (677 mg, 1 .72 mmol) by 
a similar procedure to that described in Example 27. 
mp: 142-144°C. 

'H NMR (CDC1 3 ): 5 8.20 (d, J 8.30 Hz, 1H), 7.60 (t, J = 5.44 Hz, 2H), 7.45 (t, J 
= 6.73 Hz, 1H), 7.28 - 7.12 (m, 4H), 6.90 (t, J = 6.25 Hz, 1H), 6.81 - 6.71 (m, 4H), 
15 4.70 (m, 1H), 4.52 (t, J = 5.64 Hz, 2H), 4.26 (t, J = 5. 1 9 Hz, 2H), 4, 14 (q, J = 7.09 Hz, 
2H), 3.18 - 3.00 (m, 4H), 1.42 (t, J = 7.36 Hz, 3H), 1.17 (t, J = 7.08 Hz, 3H). 

Example 44 

(±)-2-Phenoxy-3-[4-[2-[2-ethyI-4-oxo-3,4-dihydro-3- 
quinazoIinyI]ethoxy]phenyl]propanoic acid 




20 O 

The title compound (80 mg, 0.1 7 mmol) was obtained from (±)-ethyl 2- 

phenoxy-3-[4-[2-[2^%l-4-oxoO,4-dihydro-3-qmnazolinyI]ethoxy]phenyl]propanoate 
(150 mg, 0.308 mmol) obtained in Example 43 and sodium carbonate (163 mg, 1.54 
mmol) by a similar procedure to that described in Example 2. 
25 . mp: 174-176°C. 
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'H NMR (DMSO-d s ) : 5 8.13 (d, J = 7.89 Hz, 1H), 7.78 (t, J = 7.93 Hz, 1H) 
7.62 (d, J = 8.21 Hz, 1H), 7.51 (t, J = 7.42 Hz, 1H), 7.36 - 7.20 (m, 4H), 6.99 - 6 8o' 
(m, 5H), 4.83 (m, 1H), 4.47 (t, J = 6.30 Hz, 2H), 4.27 (t, J = 5.08 Hz, 2H), 3.15 - 3 00 
(m,4H), 1.32 (t, J = 7.10 Hz, 3H). 

Example 45 

(±).EthyI2-phenoxy.3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3- 
quinazolinyI]ethoxy]phenyl] propanoate 

O 

o 

The title compound (950 mg, 42%) was obtained from 2-methyl-4-oxo-3 4- 
dihydroquinazoline (760 mg, 4.77 mmol), ethyl 2-phenoxy-3-[4-(2-bromoethoxy) 
phenyI]propanoate (2250 mg, 5.72 mmol) and potassium carbonate (1 .32 g, 9.55 
mmol) as a base by a similar procedure to that described in Example 27. 

mp:98-00°C. . 

'H NMR (CDCla): 6 8.23 (d, J = 8.12 Hz, 1H), 7.78 - 7.58 (m, 2H), 7.43 (t, J = 
7.35 Hz, 1H). 7.30 - 7.15 (m, 4H), 6.99 - 6.72 (m, 5H), 4.69 (t, J= 6.43 Hz, IH) 4 51 
(t, J = 4.82 Hz, 2H), 4.30 (t, J = 4.82 Hz, 2H), 4.15 (q, J = 6.09 Hz, 2H), 3.14 (d, J = 
6.64 Hz, 2H), 2.08 (s, 3H), 1.69 (t, J = 7.08 Hz, 3H). 

Example 46 

(±)-2-Phenoxy-3-[4-[2-[2^ ethoxy] 

phenyljpropanoic acid 




O 

N, 



6 




The title compound (90 mg, 64%) was obtained from (±)-ethyl 2-phenoxy-3- 
[4-[2-[2-methyM-oxo-3,4-dmydro-3-quina^Unyl]emoxy^^ (150 mg, 

0.3 mmol) obtained in Example 45 and sodium carbonate (168 mg, 1.5 mmol) by a 
similar procedure to that described in Example 2. 

mp: 206-2 10°C. 
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'HNMR (CDCb): 5 8.22 (d, J = 7.89 Hz, 1H), 7.72 (t, J = 6.89 Hz, 1H), 7.60 
(d, J = 7.89 Hz, 1H), 7.43 (t, J = 7.36 Hz, 1H), 7.27 - 7.1 1 (m, 4H), 6.94 - 6.71 (m, 
5H), 4.67 (t, J = 6.29 Hz, 1H), 4.51 (t, J = 4.9 Hz, 2H), 4.30 (t, J = 4.93 Hz, 2H), 3.17 
(d,J = 5.82Hz,2H),2.80(s,3H). 

Example 47 

(±)-EthyI2-ethoxy-3-[4-[2-[2-ethyl-4-methyl-6-oxo-l-pyriniidinyI] ethoxy] 

phenyljpropanoate 

\^ 0 XJ OE. 

0 

The title compound (430 mg, 59%) was obtained as a liquid from (±)-2-ethyl- 
4-methyl-6-pyrimidone (250 mg, 1.81 mmol) and ethyl 2-ethoxy-3-[4-(2-bromo- 
ethoxy)phenyl]propanoate (750 mg, 2.17 mmol) (disclosed in U.S. Patent Application 
Serial No. 09/012,585), sodium hydride (44 mg, 1.9 mmol, 95 %) as a base, by a 
similar procedure to that described in Example 27. 

'HNMR(CDC1 3 ): 8 7.16 (d, J = 8.62 Hz, 2H), 6.86 (d, J = 8.62 Hz, 2H), 
6.43 (s, 1H), 4.70 (t, J = 4.77 Hz, 2H), 4.28 (t, J = 4.77 Hz, 2H), 4.1 7 (q, J = 7.1 1 Hz, 
2H), 3.96 (t, J = 6.55 Hz, 1H), 3.70 - 3.50 (m, 1H), 3.42 - 3.22 (m, 1H), 2.95 (d, J = 
6.55 Hz, 2H), 2.83 (q, J = 7.60 Hz, 2H), 2.40 (s, 3H), 1.32 (t, J = 7.60 Hz, 3H), 1 .23 (t, 
J = 7. 1 1 Hz, 3H), 1 .63 (q, J = 6.90 Hz, 3H). 

Example 48 

(±)-2-Ethoxy-3-[4-[2-{2-ethyl-4-methyl-6-oxo-l-pyrimidinyI]ethoxyJphenyI] 

propanoic acid 

^^ Q AJ OEt . 
0 

The title compound (100 mg, 50%) was obtained from (±)-ethyl 2-ethoxy-3-[4- 
[2-[2-ethyl-4-methyl-6-oxo-l-pyrimidinyl]ethoxy]phenyl]propanoate (215 mg, 0.53 
mmol) obtained in Example 47 and sodium carbonate (265 mg, 2.5 mmol) by a similar 
procedure to that described in Example 2. 
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mp: 100-1 03°C. 

'H NMR (CDCIa): 5 7.19 (d, J - 8.62 Hz, 2H), 6.88 (d, J = 8.62 Hz, 2H), 
6.45 (a, 1H), 4.73 (t, J = 4.79 Hz, 2H), 4.30 (t, J = 4.79 Hz, 2H), 4.06 (dd, J = 7.28, 
4.56 Hz, 1H), 3.70 - 3.40 (m, 2H), 3. 1 1 (dd, J = 14.16, 4.56 Hz, 1H), 2.97 (dd, J = ' 
14.16 and 7.28 Hz, 1H), 2.85 (q, J = 7.58 Hz, 2H), 2.42 (s, 3H), 1.33 (t, J = 7.58 Hz, 
3H), 1.20 (t, J = 7.01 Hz, 3 H). 

Example 49 

(±)-Ethyl2-ethoxy-3-[4-[[3-phenyl-4-oxo-3,4.dihydro-2-quinazoIinyl]methoxy] 

phcnyljpropanoate 

0 




ll T OEt 

Ph 



Q O 



The title compound (420 mg, 87.5%) was obtained as a Uquid from (±>etbyl 2- 
ethoxy-3-(4-hydroxyphenyl)propanoate (220 mg, 0.92 mmol) (disclosed in U.S. Patent 
Application Serial No. 09/012,585), 2-chloromethyI-3-phenyl-4-oxo-3,4- 
dihydroquinazoline (275 mg, 1 .01 mmol) and potassium carbonate (383 mg, 2.77 
mmol) as a base by a similar procedure to that described in Example 1 . 

'H NMR (CDCI3) 5 8.30 (d, J = 7.89 Hz, 1H), 7.79 (d, J = 7.83 Hz, 1H), 7.41 - 
7.57 (m, 5H), 7.36 (d, J = 7.56 Hz, 2H), 7.07 (d, J = 8.40 Hz, 2H), 6.68 (d, J = 8.40 Hz, 
2H), 4.74 (s, 2H), 4.12 (q, J = 7.08 Hz, 2H), 3.93 (t, J = 6.53 Hz, 1H), 3.50 - 3.68 (m, ' 
1H), 3.22 - 3.40 (m, 1H), 2.90 (d, J = 6.65 Hz, 2H), 1.10 - 1.29 (m, 6H). 
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Example 50 

(±)-2-Ethoxy-3-[4-[[3-phenyI-4-o X o-3,4-dihydro-2-quinazoIinyI]methox^ 

propanoic acid 

O 




O 

The title compound (120 mg, 58%) was obtained from (diethyl 2-ethoxy-3-[4-. 

[[3- P henyl^xo-3,4-mhydro-2-quinazolinyl]methoxy]phenyl]propanoate (220 mg, 
0.466 mmol) obtained in Example 49 and sodium carbonate (247 mg, 2.33 mmol) by a 
similar procedure to that described in Example 2. 
mp: 173 °C. 

l H lMR(PMSO.d 6 ): 6SA7(d, J = 8.21 Hz, 1H), 7.87 (d, J = 7.47 Hz, 1H), 
7.76 (d, J = 8.39 Hz, 2H), 7.59 (t, J = 7.68 Hz, 1H), 7.41 (t, J = 7.82 Hz, 1H), 7.34 
7. 1 1 (m, 5H), 6.98 (d, J = 8.39 Hz, 2H), 4.69 (s, 2H), 3.94 (dd, J = 5. 12 and 7.42 Hz, 
1H), 3.58 - 3.40 (m, 1H), 3.39 - 3.20 (m, 1H), 2.98 - 2.76 (m, 2H), 1.03 (t, J = 7 01 Hz, 
3H). 

Example 5T 

(±)-Ethyl 2-ethoxy-3-[4-[[3-methyI-4-oxo-3,4-dihydro-6,7-dimethoxy-2- 
quinazolinyI]methoxy]phenyl]propanoate 




The title compound (420 mg, 79.9%) was obtained as a liquid from (±)-ethyl 2- 
ethoxy-3-(4-hydroxyphenyl)propanoate (292 mg, 1.23 mmol) (disclosed in U.S. Patent 
Application Serial No. 09/012,585), 2-chloromethyl-3-methyl-4-oxo-3,4-dihydro-6,7- 
dimethoxy quinazoline (300 mg, 1.12 mmol) and potassium carbonate (464 mg, 3.36 
mmol) as a base by a similar procedure to that described in Example 1 . 



15 



20 
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Examp le §2 
qumazolinylj^thoxy] phenyljpropanoic acid 



O 




The title compound (300 mg, 7 9. 7 o /o) was obtained from • 

propanoate (400 mg, 0.85 mmol) obtained in Examnl.si / yJPh6nyIj 
me 4 25 mmn n u • P 51 md Sodxmi carbonate (451 

mg. 4.25 mmol) by a smular procedure to that described in Example 2 
mp: 187°C. V 

'HNMRCCDCW: 67.6, ( s , 1H ), 7, 9«i- M ,^ JB , 7I2& ,„ ... 

1H), 3.53 - 3.40 (m, ,H), 3.,3 - 2.89 (m , 2H), l.,8 ft ,. 5.54 Hz> 3H ). 

Examp le §3 

qumazo„„yl] m( . flloIy , pllei , J , 1 j proi)!iiioa(e 

■XT' ^ 

Th= t ,aecompo UKi( 3,o mg , S o.5 %)wa 3 0btailled ^ n 
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dihydroquinazoline (300 mg, 1.05 mmol) and potassium carbonate (435 mg, 3.16 
mmol) as a base by a similar procedure to that described in Example 1 . 
mp: 81°C. 

'H NMR (CDC1 3 ): 5 8.30 (d, J = 7.89 Hz, 1H), 7.79 (d, J = 3.73 Hz, 1H), 7.52 
(t, J = 6.09 Hz, 1H), 7.32 - 7.18 (m, 5H), 7.09 (d, J = 8.3 Hz, 2H), 6.72 (d, J = 8.30 Hz, 
2H), 4.75 (s, 2H), 4.13(q, J = 7.09 Hz, 2H), 3.93 (t, J = 9.94 Hz, 1H), 3.69 - 3.50 (m, 
1H), 3.40 - 3.24 (m, 1H), 2.91 (d, J = 6.41 Hz, 2H), 2.40 (s, 3H), 1.25 - 1.10 (m, 6H). 

Example 54 

(±)-2-Ethoxy-3-[4-[[3-(4-methylphenyl)-4-oxo-3,4-dihydro-2-quinazoIinyI] 
methoxy]phenyl]propanoic acid 




The title compound (85 mg, 69%) was obtained from (±)-ethyl 2-ethoxy-3-[4- 
[[3-(4-memylphenyl)-4^xo-3,4-dmydro-2-quinazolinyl]methoxy]phenyl]propanoate 
(130 mg, 0.267 mmol) obtained in Example 53 and sodium carbonate (142 mg, 1.33 
mmol) by a similar procedure to that described in Example 2. 

mp: 178°C. 

'H NMR (CDC1 3 ): 5 8.30 (d, J = 7.89 Hz, 1H), 7.79 (d, J = 3.5 Hz, 1H), 7.54 (t, 
J = 5.97 Hz, 1H), 7.47 - 6.90 (m, 7H), 6.72 (d, J = 8.62 Hz, 2H), 4.74 (s, 2H), 4.01 (dd, 
J = 4.26 and 7.16 Hz, 1H), 3.64 - 3.30 (m, 2H), 3.09 - 2.88 (m, 2H), 2.39 (s, 3H), 1.12 
(t,J = 5.65Hz,3H). 

Example 55 

(±)-Ethyl 2-ethoxy-3-[4-[[3-(4-methoxyphenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyljmethoxy] phenyljpropanoate 
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The title compound (350 mg, 60%'L obtained as a liquid from ethyl 2- 
ethoxy. 3 -(4-hydroxy phe„yl) pro panoa,e (305 mg, , .28 .„ (dKcribed h „ <, 
aten. Application Serial No. 09/0,2,585,, ^WocomcthylO^^hoxyphenyO^o- 
3,4-d,hyd ro < ! uina 2 oline (350 mg, 1.1 6 mmo.) and potassium carbonate (482 mg 3 49 
mmol) as a base by a similar procedure to that described in Example 1 

'HNMR(CDCl 3 ) :88 .30(d,J=7.89Hz,lH),7.7 8 (d,J-3.73H 2 in 753 
ft 6.22 Hz, 2H), 7.23 (d, J - 8.62 Hz, 2H), 7.09 (d, J - 8.2. Hz, 2H), 7.01 (d , '. 
3.72 Hz, 2H), 6.72 (d, 3 - 8.62 Hz, 2H), 4.75 (s, 2H), 4,5 (q> 3 = 7,3 Hz, 2H> 3 93 ft 
J - 6.65 Hz, 1H), 3.82 (s, 3H), 3.64 - 3.50 (m, 1H), 3.40 - 3.22 (m, 1H ), 2.9! (d 3- 

6.64HZ.2H), 1.25(U = 7.10Hz,3H), l,3( U -7.40Hz,3H). 

Examp le 56 

mefhoxyjphenyljpropanoic acid 

O ^v^OCHa 



QEt 
'C0 2 H 



lie title compound (200 mg, 78.4%) was obtained from ( ± >ethyl 2-ethoxy-3- 
[4-[[3-(4-methoxy phenyl^oxo-S^ydr^-qmnazoImylJmethoxy] phenyl] 
propanoate (270 mg, 0.537 mmol) obtained in example 55 and sodium carbonate (285 
mg, 2.68 mmol) by a similar procedure to that described in Example 2. 
mp: 171°C. 

'H NMR (CDCI3): 8 8.32 (d, J = 7.89 Hz, 1H), 7.81 (d, J = 3.41 Hz, 2H) 764 
-7.50(m, 1H), 7.25 (d,J= 8.53 Hz, 2H), 7.29 - 6.92 (m,4H), 6.74 (d, J=853Hz, 
2H), 4.77 (s, 2H), 4.03 (dd, J = 4.19 and 7.00 Hz, 1H), 3.85 (s, 3H), 3.64 - 3.56 (m 

1H), 3.48-3.40(m,lH),3.10-2.84(m,2H),1.17(U = 7.01Hz,3H). . 

Examp le 57 

(±)-Ethyl2-e^^ 

methoxyjphenylj propanoate 
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The title compound (450 mg, 75%) was obtained as a liquid from (±)-ethyl 2- 
ethoxy-3-(4-hydroxyphenyl)propanoate (322 mg, 1.35 mmol) (disclosed in U.S. Patent 
Application Serial No. 09/012,585), 2-chloromethyl-3-benzyl-4-oxo-3 J 4-dihydro- 
5 quinazoline (350 mg, 1.23 mmol) and potassium carbonate (509 mg, 3.69 mmol) as a 
base by a similar procedure to that described in Example 1. 

'H NMR (CDCl 3 ) : 8 8.35 (d, J = 7.89 Hz, 1H), 7.85 - 7.70 (m, 2H), 7.54 (t, J = 
6.36 Hz, 1H), 7.36 - 7.10 (m, 7H), 6.87 (d, J = 8^63 Hz, 2H), 5.59 (s, 2H), 5.00 (s, 2H), 
4.15 (q, J = 7.08 Hz, 2H), 3.96 (t, J = 6.57 Hz, 1H), 3.69 - 3.50 (m, 1H), 3.41 - 3.25 
0 (m,lH),2.94(d,J = 6.32Hz,2H),1.29-l.ll(m,6H). 

Example 58 

(±)-2-Ethoxy-3-[4-[[3-benzyI-4.oxo-3,4-dihydro-2-quinazolinylJmethoxy] 

phenyljpropanoic acid 




O 



The title compound (280 mg, 80%) was obtained from (±)-ethyl 2-ethoxy-3-[4- 

[[3-benzyM-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl]propanoate(370mg, 
0.76 mmol) obtained in Example 57 and sodium carbonate (403 mg, 3.8 mmol) by a 
similar procedure to that described in Example 2. 
mp: 160°C. . 

'H NMR (CDCI3): 8 8.35 (d, J = 8.31 Hz, 1H), 7.8 1 - 7.70 (m, 2H), 7.54 (t, J = 
6.43 Hz, 1H), 7.38 - 7.10 (m, 7H), 6.88 (d, J = 8.53 Hz, 2H), 5.59 (s, 2H), 5.01 (s, 2H), 
4.05 (dd, J = 4.15 and 7.21 Hz, 1H), 3.66 - 3.39 (m, 2H), 3.09 (dd, J = 4.15 and 14.21 
Hz, 1H), 2.94 (dd, J = 7.21 and 14.21 Hz, 1H), 1.17 (t, J = 7.05 Hz, 3H) 
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Examp le 

(±)-Ethyl 2-ethoxy-3- [ 4-[[3-(3-chIorophenyl)-4-oxo 3 4 dihvrf , 

yij ^ 0X0 3 ' 4 - dlh ydro-2-quinazoIinyIJ 

methoxyjphenyljpropanoate 
N ^0 

^ OEt 





20 



The title compound (300 mg, 49%) was obtained as a liquid from fitt eth , , 

chlorophenylH-oxo^-dihydxoquinazo,^ oromethyl 3 -(3- 

carbonate (502 mg, 3.63 mmol) as a base by a liT 7 POtaSS1Uni 
Example 1 . * ^ Pr0CedUre to ** **»Twi in 

J?^(^«l3IttJ.7J,BiI^ 7 ^ 7 . Wfcao 761 . ?20 
(^,7,0(^8.63^2^,6.71 (d, J = 8 .63 Hz,2H) 4 85 s 2m 4 s , 
7.07 Hz, 2H), 3.94 (t, J = 6.64 Hz, 1H) 3 70 ? <i , im ( * = 

(^-•55H,2H),, 2 8-K 1 ^T" 

Examp le 6f) 

methoxyjphenyljpropanoic acid 

O P 

The txtle compound (125 mg, 66»/„) was obtained from ( ± )-ethyI 2-ethoxy 3 f4 
[[3-(3-chlorophenyl)-4-oxo-3 4-dihvW^ t • etnoxy-3-[4- 
(200 me 0 J nT ' 4 ^ hy *°^ Um ^^ 

(200m ,0.39mmo,)obta 1 nedmExamp,e59andsodiumcaxbonate ( 209mg 1 97 

nunol)bya S imilar pr oceduretothatdescnbedinExample2 
mp: 157°C. 
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'H NMR (CDCI3): 5 8.52 (d, J = 8.31 Hz, 1H), 8.30 (bs, 1H), 7.90 - 7.79 (m, 
1H), 7.62 - 6.92 (m, 8H), 6.35 (d, J = 8.3 Hz, 1H), 4.59 (s, 2H), 4.03 (dd, J = 4.47 and 
7.05 Hz, 1H), 3.62- 3.31 (m,2H), 3.12-2.82 (m, 2H), 1.18 (t, J = 3.41 Hz, 3H). 

Examnle 61 

(±)-Ethyl2-ethoxy-3-[4-[[3-(3-chloro-4-fluorophenyI)-4-oxo-3,4-dihydro-2- 
quinazolinyl] methoxy]phenyI]propanoate 




The title compound (250 mg, 57%) was obtained as a liquid from (±)-ethyl 2- 
ethoxy-3-(4-hydroxyphenyl)propanoate (218 mg, 0.919 mmol) (disclosed in U.S. 
Patent Application Serial No. 09/012,585, 2-chloromethyI-3-(3-chloro-4-fluoro- 
phenylH-oxo-3,4KlihyaVoquinazoline (270 mg, 0.835 mmol) and potassium carbonate 
(380 mg, 2.5 mmol) as a base by a similar procedure to that described in Example 1. 

'HNMR (CDCI3): 5 8.29 (d, J = 7.98 Hz, 1H), 7.77 - 7.83 (m, 2H), 7.50 - 7.60 
(m, 1H), 7.44 (d, J = 5.31 Hz, 1H), 7.23 (d, J = 6.32 Hz, 2H), 7.1 1 (d, J = 8.62 Hz, 
2H), 6.71 (d, J = 8.49 Hz, 2H), 4.80 (s, 2H), 4.12 (q, J = 4.75 Hz, 2H), 3.93 (t, J = 6.60 
Hz, 1H), 3.50 - 3.68 (m, 1H), 3.24 - 3.41 (m, 1H), 2.91 (d, J = 6.64 Hz, 2H), 1.10 - 
1.28 (m, 6H). 

Example 62 

(±)-2-Ethoxy-3-[4-[[3-(3-chloro-4-fluorophenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyI]methoxy]phenyl]propanoic acid 




The title compound (85 mg, 50%) was obtained from (±)-ethyl 2-ethoxy-3-[4- 
[[3-(3-cWoro-4-fluorophenyl)-4-oxo-3,4-dmydro-2-qumazolinyl]methoxy] phenyl] 



10 
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propanoate (180 mg, 0.343 mmol) obtained in EvamnUAi a 
moI71 „ . J ned m Exam Ple 6 1 and sodium carbonate f 1 8 1 

mg, 1.71 mmol) by a similar procedure to that described in Example 2 
mp: 175°C. 

I HNMR ( CDCl3):58.60(d ) J = 8.07Hz,lH) ) 8.00(d,J = 448H 2 ,H) 7 70 

■ (dd - J = 4 - 61 - d ^H,lH), 3 ,0-3, 2C m,lH) ) 3.4,-3 4^^ ^ f 
(m, 2H), U5 ft J - 6.85 Hz, 3H). X 8 " 184 

Example /.j 
phenyljpropanoate 



15 



O 




o 



0.75 g, 7.5 n™,) Mowd by addifcD of propmoyl ch]oride «-l 

extracted with ethyl acetate f 3 x 10 mil Th„™ u- j 
' - th h • . . ' 1 °- 1116 COmbuied or g^c extracts were washed 

wimbnne, dried over anhydrous Na 2 S0 4 and concentrated TW ,, 
o< u 4 ana concentrated. The crude compound wa<i 

25 ctamatographed on silica gel us™ 20% PMr** I \ P 0 ™"™ 

lH),2.96(4J.6.32H^2H), 2 .45( q , J = 7 .53^ 2 H,,U2-U0( m ,OH) 
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Examp le 64 

(±)-EthyI2.ethoxy-3-[4.[2 W 2-trifluoro a cetamido) benzoyljaminoethoxy] 

phenyljpropanoate 




The title compound (456 mg, 92%) was obtained from (±)-EthyI 2-ethoxy-3-[4-[2- 
N^-animobeiizoy^aimnoethoxyJphenyl] propanoate (400mg, 1.0 mmol) obtained in 
preparation 6 and trifluoroacetic anhydride (314 mg, 1.5 mmol) by a similar procedure 
described in Example 63. 

mp: 70-72°C. . 

'H NMR (CDGI3): 8 12.72 (bs, D 2 0 exchangeable, 1H), 8.60 (d, J = 8.30 Hz, 
0.5H), 7.68 -7.42 (m, 2H), 7.30 - 7.12 (m, 0.5H), 7.00 - 6.80 (m, IH), 7.16 (d, J = 
8.40 Hz, 2H), 6.83 (d, J = 8.40 Hz, 2H), 4.25 - 4.02 (m, 4H), 3.96 ft J = 6.55 Hz, IH), 
3.86 (q, J = 5.10 Hz, 2H), 3.70 - 3.42 (m, IK), 3.42 -3.20 (m, IH), 2.95 (d, J = 6.55 ' 
Hz, 2H), 1.28- 1.02 (m,6H). 

The compounds of the present invention lowered random blood sugar level, 
triglyceride, total cholesterol, LDL, VLDL and increased HDL. This was demonstrated 
by in vitro as well as in vivo animal experiments. 

Demonstration of Efficacy of Compounds 
A) In vitro 

a ) Determination of hPPARq activity 
Ligand binding domain of hPPARcc was fused to DNA binding domain of 
Yeast transcription factor GAL4 in eucaryotic expression vector. Using superfect 
(Qiagen, Germany) as Ixansfecting reagent HEK-293 cells were transfected with this 
plasmid and a reporter plasmid harboring the luciferase gene driven by a GAL4 
specific promoter. Compound was added at different concentrations after 42 hrs of 
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^ ~"«* acuvi* as a ftmction of compound 

bmdu^cttvatton ^ ofPPARa w raeasnred using ^ ^ 

Yeast transcription factor GAL4 in eucarvnti/. «, • 

(GibcoBRLTWAV * / °" CeXpressionvec ^ Using lipofectamine 

tuioco URL, USA) as transfectmg reagent HFK 9Q < . 11 

10 n Ue„-A a ntHtK - 293ce "s were transfected with this 

10 plasmid and a reporter piasmid harborins the I„r?frr» 

oroonng the luciferase gene driven by a GAL4 
specific promoter. Compound was added at 1 ,.ka 

■ . was added at pM concentration after 48 hrs of 

transfection and incubated ovemiffhf r,,,^ 

. a ov enught. Luaferase activity as a function of dm* 

oinding/activation capacity of PPARvl u«c . 
✓p 1 j r to a \ • Y ' meaSUred usin S Pac kard Luclite kit 

(Packard, USA) in Packard Top Count (Ivan Sadowski BrendanBell Pete R 
15 andMelvynHoIlis. Gene. 1992. 118 - 137 141 . r J ' ' ^ 

withCationicn^P^ t ^ ' ! T t e *° Eukaryotic Transfections 



Example No 


Concentration 


Example 27 


50 nM 


Example 20 


50 jaM T 



KWft. 4 mM DTT, 0.2 mM NADPH, 0.3 * HMO CoA and .25 « of Uvar 

25 ,„ h<!trat ^ wasrec °rded. Reaction mixture without 

^ *. LDL receptor and HMO C„ A reductase , ^ 
^ ttte p,a Sm aoho lesW o,.,Up i d R e s . W84 , 25:M50 . I46l ; Thete[ tha, 
compounds inhibited the HMG CoA reductase enzyme 



WO 99/08501 



-92- 



PCT/US98/22568 



B) In vivo 

a) Efficacy in genetic models 
5 Mutation in colonies of laboratory animals and different sensitivities to dietary 

regimens have made the development of animal models with non-insulin dependent 
diabetes and hyperlipemia associated with obesity and insulin resistance possible. 
Genetic models such as db/db and ob/ob (Diabetes, (1982) 3 1(1) : 1- 6) mice and 
zucker fa/fa rats have been developed by the various laboratories for understanding the 
10 pathophysiology of disease and testing the efficacy of new antidiabetic compounds 
(Diabetes, (1983) 32: 830-838 ; Annu. Rep. Sankyo Res. Lab. (1994). 46 : 1-57). 
The homozygous animals, C57 BL/KsJ-db/db mice developed by Jackson Laboratory, 
US, are obese, hyperglycemic, hyperinsulinemic and insulin resistant (J. Clin. Invest., 
(1990) 85 : 962-967), whereas heterozygous are lean and normoglycemic. In db/db 
15 model, mouse progressively develops insulinopenia with age, a feature commonly 
observed in late stages of human type II diabetes when blood sugar levels are 
insufficiently controlled. The state of pancreas and its course vary according to the 
models. Since this model resembles that of type II diabetes mellitus, the compounds 
of the present invention were tested for blood sugar and triglycerides lowering 
20 activities. 

Male C57BL/KsJ-db/db mice of 8 to 14 weeks age, having body weight range 
of 35 to 60 grams, bred at Dr. Reddy's Research Foundation (DRF) animal house, 
were used in the experiment. The mice were provided with standard feed (National 
Institute of Nutrition (NIN), Hyderabad, India) and acidified water, ad libitum. The 
25 animals having more than 350 mg / dl blood sugar were used for testing. The number 
of animals in each group was 4. 

Test compounds were suspended on 0.25 % carboxymethyl cellulose and 
administered to test group at a dose of 0.001 mg to 30 mg / kg through oral gavage 
daily for 6 days. The control group received vehicle (dose 1 0 ml / kg). On 6th day the 
30 blood samples were collected one hour after administration of test compounds / 
vehicle for assessing the biological activity. 

The random blood sugar and triglyceride levels were measured by collecting 
blood (100 nl) through orbital sinus, using heparinised capillary in tubes containing 
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EDTAwh 1 ch„ aS ce„ tffcgedloobtainp , asmiliep|asina 
>eve,s were measnred spectro^cally, by gteos e oxidase wi ^^JT* 

ox.dase/perox^ee^efD, Reedy, Lae. Diagnose Divi^nKi,, Hyderabad 
India) methods respectively. . "yaerabad, 

carcaJT ""J " ^ ° f - was 

calculated according to the formula. 

No adverse effects were observed for any of the j 
invention in the above test. 
Compound 



J mentioned compounds of 



Example 44 
Example 15 



Dose (mg/ kg) 



>mg 
mg 



Reduction in Blood 
Glucose Level (%) 
52" 



Example 18 


3 mg 


Example 48 


3 rag 



49 
52 



Triglyceride 
Lowering (%) 

IT 

69 



40 
19" 



The ob/ob mice were obtained at 5 week^nfnnA-fc D , , 
. • « J weeks of age from Bomho tgard Denmark 

-d were aaed a. 8 weeks rfage . Zucker Ma &tty ^ _ ^ ™ 

^ "** - « — » weeks „ f age. fc a^als were 

-~ CS-045. Srudies „ kk md ob/ob ^ ^ ~ 
Diabetes. 1988.37:1549-1558). "ratty rats. 

lire rear compounds were adhered a, 0. 1 to 30 mg*^ dose for 9 days 
The control aaimals received the vehicle ft) mv. ,. ! """ay*- 
■^.hroughoralgavage. ^ ^^ethylcellaioscdose ,0 

The blood samples were collected in fed state l ho, a - 
on 0 and 9 day „ f fr ea ta eo, Theblood was ^ b I ' 
toagb hepped capiUary la EDTAr, T eto "* i,alSinUS 

v a oratory, Diagnostic Division kits, 
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Hyderabad, India). The plasma free fatty acid was measured using a commercial kit 
form Boehringer Mannheim, Germany. The plasma insulin was measured using a RIA 
kit (BARC, India). The reduction of various parameters examined are calculated 
according to the formula. 

In ob/ob mice oral glucose tolerance test was performed after 9 days treatment. 
Mice were fasted for 5 hrs and challenged with 3 gm/kg of glucose orally. The blood 
samples were collected at 0, 15, 30, 60 and 120 min for estimation of plasma glucose 
levels. 

The experimental results from the db/db mice, ob/ob mice, Zucker fa/fa rats 
suggest that the novel compounds of the present invention also possess therapeutic 
utility as a prophylactic or regular treatment for diabetes, obesity, cardiovascular 
disorders such as hypertension, hyperlipidaemia and other diseases; as it is known 
from the literature that such diseases are interrelated to each other. 

Blood glucose level and triglycerides are also lowered at doses greater than 1 0 
mg/kg. Normally, the quantum of reduction is dose dependent and plateaus at certain 
dose. 

b ) Cholesterol lowering activi ty in hvp erch olesterolemic rat 
models . . 

Male Sprague Dawley rats (NIN stock) were bred in DRF animal house. 
Animals were maintained under 12 hour light and dark cycle at 25 ± 1°C. Rats of 180 - 
200 gram body weight range were used for the experiment. Animals were made 
hypercholesterolemic by feeding 2% cholesterol and 1% sodium cholate mixed with 
standard laboratory chow [National Institute of Nutrition (NIN), Hyderabad, India] for 
6 days. Throughout the experimental period the animals were maintained on the same 
diet (Petit, D., Bonnefis, M. T., Rey, C and Infante, R. Effects of ciprofibrate on liver 
lipids and lipoprotein synthesis in normo- and hyperlipidemic rats. Atherosclerosis. 
1988.74:215-225). 

The test compounds were administered orally. at a dose 0.1 to 30 mg/kg/day 
for 3 days. Control group was treated with vehicle alone (0.25 % Carboxy- 
ethylcellulose; dose 10 ml/kg). 
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The blood samples were collected in fed state 1 j,«,r,A a / 

plasma sample was separated for total cholesterol Hnr . a . ■ . 

Measurement of plasma triglyceride tota l § ^ 

P ma triglyceride, total cholesterol and HDL were done using 

_ (D , Reody , s Uboratoryi DiagMic Divisimi 

^ cholesterol were calculated from the data obtained for total cholesterol HDL 
according to the formula. 



Compound 
Example 6 


(Dose 
mg/kg 
3 mg 


1 nglyceride " 

IT : — 


iotai cholesterol - 


1 HDLT 


LDL (%)4. 


VLDL(°/o)4T 


Example 15 






~U 


~NE 


Ti 


"25 




10 mg 


38 


"20 " 


4 


21 





4- - reduction; t= increase; NE = no effect 

C> .^^^ 

in Swiss alhino mirp and Guinea P - r 

and ho^ ™ **" ^ (SAM> ^ °* - "« **- *» MM 
an n 0 ^ DRF animal h o„se. Ml ^ ^ _ J™ 

light and dark cycle at 25 + l»p a „; m ,i . 

Mar,, D C,ave y , V., Sabres, , and ^ , C . Effeots " °' 

gemnbronlandnicnSnicacidonplasmalipoproreimevelsinno^ana 
nyperlipidemic mice. Atherosclerosis. 1988.70: 107-114) 

*" 6 — — wilh yeHCe (0.25% Carboxy 

methylcelMose; dose 10 mlAg). The lest comn„,, n H 

r . . *' ' ,neKst compounds were administered orally to 

Oumea pigs at 0.3 to 30 mg/kg/day dose for 6 days Cental • 1 
vehicle 10 Wr k ' ° ,0r 6 ^ Co "»ol ™nal s were treated wilh 

vehicle (0.25/e Carboxymethylcellulose; dose 5 ml/kg) 
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The blood samples were collected in fed state 1 hour after drug administration 
on 0 and 6 day of treatment. The blood was collected from the retro-orbital sinus 
through heparinised capillary in EDTA containing tubes. After centrifugation, plasma 
sample was separated for triglyceride and total cholesterol (Wieland, 0. Methods of 
Enzymatic analysis. Bergermeyer, H. O., Ed., 1963. 21 1 - 214; Trinder, P. Ann. Clin. 
Biochem. 1969. 6 : 24-27). Measurement of plasma triglyceride, total cholesterol and 
HDL were done using commercial kits (Dr. Reddy's Diagnostic Division, Hyderabad, 
India). 



Compound 


Dose (mg / kg) 


Triglyceride 


Example 42 


3 mg 


59 


Example 35 


1 mg 


56 


Example 28 


10 mg 


70 


Example 40 


10 mg 


61 


Example 64 


lOmg 


57 



1 . Percent reduction in Blood sugar /.triglycerides / total cholesterol were 
calculated according to the formula : 



Percent reduction (%) = 



1 



TT/OT 



TC/OC 



X 100 



OC = Zero day control group value 
OT = Zero day treated group value 
TC = Test day control group value 
TT = Test day treated group value 
2. LDL and VLDL cholesterol levels were calculated according to the 
formula : 

LDL cholesterol in mg/dl = [ Total cholesterol - HDL cholesterol - Tng fr cende j mg/d] 

VLDL cholesterol in mg/dl=[Total cholesterol-HDL cholesterol-LDL cholesterol] 
mg/dl 
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C L A T M .9 

1 • A compound of fonnula (I) 
X 



0) 

R b O 



: to«vativ K , iBam ,o g ,i ts tautomeric forms, its stereoisomers, its polymorphs, its 
5 pharnraceuttcaUy acceptable sabs, md m pbarnraceuucaliy acceptable soivates 
who™, X represents 0 or S; «h e group, Rl, R 2 md ^ r3 whm - 

carbon a M m, may be same or differenrattd represent hydrogeu.haiogen.hvdroxy 
-*? ^.^.fonuyiccunsubsriprw or subsotuted groups selected from aikyi ,cydo- 
alky. aUcoxy, cycMcoxy, aryl, aryloxy, ara,kyl, aralkoxy, beterocyciyi, beteroaryi, 
> b ««.^=Odoxy,h«^^ 

aoylam.no, monoalkylamino, diaikylamino, aryiamioo, aralkylamino, amiaoalkyl 
rukoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, afayalkyi, aryloxyalky, ' 
arahtoxyalkyl, alkyhhio, tbioaikyi, alkoxycarbonylamino, aryloxyoarbonyiamino 
aralkoxycarbonylsnrino, earboxylic acid or its derivatives, or sulfonic acid or its ' 
derivaUves^rRl.^aiong^meadjaeen, atoms to which they are anached may 
alao fcnn a 5-6 membeted substituted or united cyclic structure containing 
carbon atoms with one or more double bonds, which may optionally contain 0 „e or 
more hematoma selected from oxygen, nitrogen and sulfur; R 3 wheil machcd „ 
nttrogen atom represents hydrogen, hydroxy, fonnyl or unsubsututed or subsdtuted 
groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl 
heterocyclyl, heteroary,, heteroaialtyli ^ ^ ^ 

monoalkylamino, dialkyiamino, arylamino, amlkylamino, aminoalkyl, aryloxy ' 
aralkoxy, heteroarytoxy, heteroaralkoxy, alkoxycarbonyl, aryloxyearbonyl 
arabcoxycarbonyl, alkoxyalkyl, aryioxyalkyl, araikoxyalkyl, alkylthio, thiollky, 
groups, carboxylic acid derivatives, or sulfonic acid derivatives; the linking group 
represented by -<CH 2 ) n .O- may be a«acbed either tough nitrogen atom or througb 
carbon atom wherenia an tategerranging from , -4; Ar represents an tm^tuted 
or anbsbtuW divalent aingle or feed nromadc or ha tt rocyclic group; RVp.sen^ 
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hydrogen atom, hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted 
aralkyl group or forms a bond together with the adjacent group R 5 ; R 5 represents 
hydrogen, hydroxy, alkoxy, halogen, lower alkyl group, acyl, unsubstituted or 
substituted aralkyl or R 5 forms a bond together with R 4 ; R 6 represents hydrogen, an 
unsubstituted or substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, 
alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylaminocarbonyl, arylamino- 
carbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups, with a provision that 
R 6 does not represent hydrogen when R 7 represents hydrogen or lower alkyl group; R 7 
represents hydrogen or unsubstituted or substituted groups selected from alkyl, 
cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups and Y 
represents oxygen or NR ! , where R 8 represents hydrogen, alkyl, aryl, hydroxyalkyl, 
aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups; or R 7 and R 8 together may 
form a 5 or 6 membered cyclic structure containing carbon atoms, which may 
optionally contain one or more heteroatoms selected from oxygen, sulfur or nitrogen. 

2. A compound of formula (I) according to claim 1 , wherein the groups 
represented by R 1 , R 2 and the group R 3 when attached to carbon atom are substituted, 
the substituents are selected from halogen, hydroxy, or nitro or unsubstituted or 
substituted groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, 
aralkoxyalkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, 
amino, acylamino, arylamino, aminoalkyl, aryloxy, aralkoxy, alkoxycarbonyl, 
alkylamino, alkoxyalkyl, alkylthio, thioalkyl groups, carboxylic acid or its derivatives, 
or sulfonic acid or its derivatives . 

3. A compound of formula (I) according to claim 1 or 2, wherein substituents on 
the group R 3 when attached to nitrogen are selected from halogen, hydroxy, acyl, 
acyloxy, or amino groups. 

4. A compound of formula (I) according to claim 1 , 2 or 3, wherein Ar represents 
unsubstituted or substituted divalent phenylene, naphthylene, pyridyl, quinolinyl, 
benzofuryl, dihydrobenzofuryl, benzopyranyl, indolyl, indolinyl, azaindolyi, 
azaindolinyl, pyrazolyl, benzothiazolyl, or benzoxazolyl. 

5. A compound of formula (I) according to claims 1 , 2, 3 or 4, wherein 
substituents on the group represented by R 6 are selected from halogen, hydroxy, or 
nitro or unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, 
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/, amino, acylunmo, ao'lammo, aminoalkyl, aryloxy 
alkoxyoarboM aUtyh^to, ^ * ^ 

or ■« derivadves, or sulfonic acid or * derivative, . * 

6. A process for the preparation of compound of formula (I) 



R°0 



cyano, formy, or unsure, orsubstituted ^ ; ^ 

^^^•^^■^•^•^Hhe^;,. M - 

M~d« hetet^oxy, heteroaraikoxy, any,, acyioxy, hydroxyalty,, amino 
monoalMamino, dia^no, a^iamino, araikytarino, ^ 
aUroxycarbony,, «y.oxycn*onyI, arattoxycarbonyl, akoxyalkyl, aryioxyalkyl, 

araucoxyearbonyiamino.carboxyncacidor^derivadves.orsuifonicacidories ' 
^dves or R . R 2 ^ ^ fte ^ ^ ^ ^ ^ ^ 

ate form a 5-6 membered subsudded or unsubsddded cyclic sductnre co„,aini„ E 
^bona^wimoneormor,^^^^^^^^^ 

more hc«=roa,oms selected from oxygen, nitrogen and sulftu-, tf when attached «o 
mitogen atom represents hydrogen hydroxy, fonny, or unsubsdtuted or subataeri 
groups scented from aityi, cydoalky,, ^ cycloatay _ 
oyciyi, hetcmary,, beteroaralkyl, any,, acyioxy, hydroxy^!, amino, acyiamino, 
monoalkyUmnro, dialkytanino, arylanuno, ^ 

^.^loxy. ll e teroa ^ 0 x y ,^xyca r bony WI „xycnH»ny 1 
aradkoxycarbony,, akoxyalky,, a^loxyalky,, amikoxyalky,, alky.thio, thiols 
groups, c.boxyhc acid derivatives, or sulfonic Kid delves; dre Unking group 
represented by <C U 2 ^. may be attached either thmugh „ itog en atom orLugh 
carbon atom where . is an integer tanging *„ m , . 4; ^ _ 



WO 99/08501 PCI7US98/22568 

- 100- 

or substituted divalent single or fused aromatic or heterocyclic group; R 4 and R 5 
together represent a bond; R 6 represents hydrogen, or unsubstituted or substituted 
groups selected from alkyi, cycloaikyi, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
5 aryl, or heteroaralkyl groups, with a provision that R 6 does not represent hydrogen 
when R 7 represents hydrogen or lower alkyl group; R 7 repesents hydrogen or 
unsubstituted or substituted groups selected from alkyl, cycloaikyi, aryl, aralkyl, 
heterocyclyl, heteroaryl, or heteroaralkyl groups and Y represents oxygen atom 'which 
comprises: 

0 a) reacting a compound of fonnula (Ilia) 

X 

N 

^~(CH 2 ) n -0-Ar-CHO (Hla) 
N' R 3 




where all symbols are as defined above with a compound of formula (Illb) 
O 

(R 9 0) 2 -P-CH-(COOR 7 ) (nib) 



OR 6 



where R 6 , R 7 are as defined above excluding hydrogen and R 9 represents (C-C^alkyl, 
to yield compound of fonnula (I) defined above; 

b) reacting the compound of fonnula (Ilia) 
X 




^-(CH 2 ) n O-Ar-CHO (Hla) 
S N' R 3 

where all symbols are as defined earlier with Wittig reagents; 
c) reacting a compound of formula (TJIc) 




(nic) 

where all symbols are as defined above with a compound of formula (IHd) 
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L VCH 2 ) n ^Ar% 5 P 

R 6 0 >^OR 7 ^ 

d) reacting a compound of fonnula (life) 




^ (IHe) 
R NH 2 

where all symbols are as defined ah™* 

enned above with a compound of formula (Hlf) 

,V H 2)nO-Ar-^P 

r6( /^OR 7 

where R 4 , R 5 together represent a bond r 2 ; c . , . 

A* ,, u ' 3 leaVmg S""* °ther symbols are as 

group -CCH 2 )„-0- is attached to carbon atom; 

e) reacting a compound of formula (Hla) 
X 

R2 A N ^ CH 2)nO-Ar-CHO (ma) 

where all other symbols are as defined above »m 

enneo above with a compound of formula (fflg) 

R 5 0 
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reacting a compound of fonnula (Illh) 
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N 

>T-(CH 2 ) n l« (Illh) 

N R 3 

where all symbols are as defined earlier and L 1 represents a leaving group, with 
compound of formula (Iffi) 



R 4 



HO-Ar- . . 

(mo 



where R 4 and R 5 together represent a bond and all other symbols are as defined above 
to produce a compound of the formula (I) defined above; 
g) reacting a compound of formula (Illj) 
X 

N 

^"(CH 2 ) n OH (Ulj) 




R 2 " "N' r3 

where all symbols are as defined above with a compound of general formula (Illi) 



R 4 



HO-Ar 



R 5 ,9 <™) 



where R 4 and R s together represent a bond and all other symbols are as defined above 
to produce a compound of formula (I) defined above; 

h) reacting a compound of formula (Elk) 
X 

rvX n 

2 JL ^-( CH 2)nO-Ar-CH 2 -pPh 3 Br- (Hlk) 
R N R 3 
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where all symbols are as defined above with a compound of formula (III1) 

° V 0R 7 
f (nil) 



OR 6 



where * , R' and are as defined above Ending nvdrogen to peodnc a eonrponnd of 
the formula (I); v 

i) cyclising a compound of formula (Illm) 



rVI. r 4 



(Him) fl 



where R and R* together represent a bond, R> is as defined above excluding hydrogen 
and all other symbols are as defined above to produce a compound of formula (I) 
defined above where the Unking group -(CH 2 )n-0- is attached to nitrogen atom and if 
desired; 

j) converting the compounds of formula (I) obtained in any of the 
processes described above into pharmaceutical* acceptable salts or pharmaceutical* 
acceptable solvates. 

7. A process for the preparation of compound of formula (I) 



R 1 




N R 4 
^-(CH 2 ) n O-Ar4R 5 0 




R 6 0 



YR' 
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where X represents O or S; the groups Rl, rZ and the group R3 when present on 
carbon atom, may be same or different and represent hydrogen, halogen, hydroxy, 
nitro, cyano, fonnyl or unsubstituted or substituted groups selected from alkyl, cyclo- 
alkyl, alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, 
heteroaralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, 
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, 
alkoxycarbonyl, aiyloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, 
aralkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, 
aralkoxycarbonylamino, carboxylic acid or its derivatives, or sulfonic acid or its 
derivatives; or R 1 , R2 along with the adjacent atoms to which they are attached may 
also form a 5-6 membered substituted or unsubstituted cyclic structure containing 
carbon atoms with one or more double bonds, which may optionally contain one or 
more heteroatoms selected from oxygen, nitrogen and sulfur; R 3 when attached to 
nitrogen atom represents hydrogen, hydroxy, formyl or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, hetero- 
cyclyl, heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, aryloxy, 
aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxycarbonyl, aryloxycarbonyl, aralkoxy- 
carbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl groups, 
carboxylic acid derivatives, or sulfonic acid derivatives; the Unking group represented 
by -(CH2) n -0- may be attached either through nitrogen atom or through carbon atom 
where n is an integer ranging from 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group; R 5 
represents hydrogen, hydroxy, alkoxy, halogen, lower alkyl group, acyl, unsubstituted 
or substituted aralkyl group; R 6 represents hydrogen, or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl,, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
aryl, or heteroaralkyl groups, with a provision that R 6 does not represent hydrogen 
when R 7 represents hydrogen or lower alkyl group; R 7 represents hydrogen or 
unsubstituted or substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, 
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heterocyclyl, heteroaryl, or heteroaralkyl.grouos and Y r ^ ♦ 

comprises: y,grou P sandY ^esentsoxygenatom,which 

a) reducing a compound of formula (IVa) 
X 

5 where ajl sy m bo,sareas defined earlier, fte l pomd offoimuk aVa 

compound of fonnuin (!) where R< and R< together „ , ^ Md y ■ 
oxygen a,om and a,, o,her ^ „ as defined above, ,o yie,d a conrpoond of fte 
onnuM ffi wbere R 4 and each repress bydrogen stem and aU symbo, are as 
denned above; 

10 b ) reacting a compound of formula (IVb) 

X 

R 4 



^^(CH 2 ),0-ArJR^ ^ 

N r r^oR 7 



L 3 

where all symbols are as defined above, R> is as defined above excluding hydrogen 
andL is a leaving group with an alcohol of formula (TVc), 

R 6 -OH (TVc) 
where R« re p resents unsubstituted or substituted groups selected from alkyl cyclo- 
alkyL aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups to 
produce a compound of the formula © defined above; 
c) reacting a.compound of formula (Hlh) 
X 




N R 

where L« is a leaving group and all other symbols are as defined above with a 
compound of formula (nii) 
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R 5 9 




r w m 

R°0 

where all symbols are as defined earlier to produce a compound of the formula (I) 
defined above; 

d) reacting a compound of formula (Hlj) 
X 

' ^(CH 2 ) n OH (Hlj) 

N' R 3 




where all symbols are as defined above with a compound of formula 



(mi) 



R 4 

.J or 1 



HO-Ar- , . ,. 
R 6 0 

where all symbols are as defined earlier to produce a compound of the formula (I) 
defined above; 

e) reacting a compound of formula (IVd) 

R N R 3 / OR 7 

HO 

which represents a compound of formula (I) where R 6 represents hydrogen atom and 
all other symbols are as defined above with a compound of formula (TVe) 

R 6 -L 3 (ive) 
where R 6 represents unsubstituted or substituted groups selected from alkyl, 
cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups 
. and L 3 is a leaving group to produce a compound of formula (I) defined above; 
f) reacting a compound of the formula (Ilia) 
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R 2-A N ^T/ CH 2)nO-Ar-CHO (Hia) 

where all symbols are as defined above with a compound of formula (Illg) 

R 5 0 
R 6 V^OR 7 (IHg) 

where ^hydrogen and all other symbols are as defined above to yield a compound 
of formula (I) as defined above after dehydroxylation; 
g) reacting a compound of formula (IHc) 
X 




cnic) 



where all symbols are as defined above with a compound of formula 



(md) 



R 4 



L'-(CH 2 ) n -0-Ar-U 5 /? OHd) 




R°d W 



where L 1 is a leaving group and all other symbols are as defined above to produce a 
compound of formula (I) defined above, where the linker group -(CH 2 )„-0- is 
attached to nitrogen atom; 

h) reacting a compound of formula (Ille) 
X 




(Hie) 

NH 2 



where all symbols are as defined above with a compound of formula 



(Hlf) 
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R 4 



V(CH 2 ) n -0-Ar-U^ 



luce a 



, OR' 
R 6 0 / OR 

where all symbols are as defined above, and L 2 is a leaving group to produ 
compound of formula (I) defined above, where the linker group -(CH 2 ) n -0- is attached 
to carbon atom; 

i) converting a compound of formula (TVf) 

- r sA 



R 4 



R 2 ^ "N'V 6 7"^CN 




R°0 

where aU symbols are as defined above to a compound of formula (I) defined above; 
j) reacting a compound of formula (IVg) 



N R 3 // OR 7 

10 N 2 

where R 7 is as defined above excluding hydrogen and all other symbols are as defined 
above with a compound of formula (IVc) 

R 6 -OH (IVc) 
where R 6 represents unsubstituted or substituted groups selected from alkyl, cyclo- 
15 alkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 

carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups to 
produce a compound of formula (I); 

k) cyclising a compound of formula (Illm) 



20 
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R 4 



N-(CH 2 ) n O-Ar-l^JD 

NH R 3 r6 ° 0r7 

(Him) T 

where R 7 is as defined above excluding hydrogen and all other symbols are as defined 
5 above to produce a compound of formula (I) defined above where the linking group - 
(CH 2 )n-0- is attached to nitrogen atom and if desired; 

1) converting the compounds of formula (I) obtained in any of the 
processes described above into pharmaceutical^ acceptable salts or pharmaceutically 
acceptable solvates. 

? 8. A process for the preparation of compound of formula (I) 

R N R 3 . W 

R s O 

where X represents O or S; the groups Rl, R 2 mi &ovcp R 3 when present Qn ^ 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyi, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonyiamino, aralkoxycarbonylamino, 

carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or R1.R2 along 
with the adjacent atoms to which they are attached may also form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyl- ' 
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oxy, hydroxyalkyl, amino, acylamino, monoalkylaraino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups^ carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH2) n -Q- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, unsubstituted or substituted aralkyl group or forms a bond together with the 
adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, halogen, lower alkyl 
group, acyl, unsubstituted or substituted aralkyl or R 5 forms a bond together with R 4 ; 
R represents unsubstituted or substituted groups selected from alkyl, cycloalkyl, aryl, 
aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylaminocarbonyl, 
arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups, R 7 
represents hydrogen and Y represents oxygen atom, which comprises: hydrolising a 
compound of formula (I) described in any of the claims 6 and 7, where R 7 represents 
unsubstituted or substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, 
heterocyclyl, heteroaryl, or heteroaralkyl groups and all other symbols are as defined 
earlier. 

9. A process for the preparation of compound of formula (I) 



X 




12 3 

where X represents O or S; the groups R , R and group R when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, 
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carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or R ', R 2 along 
with the adjacent atoms to which they are attached may also form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen, 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyl- ' 
oxy, hyoioxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH 2 ) n -0- may be attached either 
through -nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 

heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, unsubstituted or substituted aralkyl group or forms a bond together with the 
adjacent group R 5 ; R J represents hydrogen, hydroxy, alkoxy, halogen, lower alkyl 
group, acyl, unsubstituted or substituted aralkyl or R 5 forms a bond together with R 4 ; 
R 6 represents hydrogen or unsubstituted or substituted groups selected from alkyl, 
cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl; alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, heteroaralkyl groups, with 
a provision that R 6 does not represent hydrogen when R 7 represents hydrogen or lower 
alkyl group; R 7 represents hydrogen or unsubstituted or substituted groups selected 
from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups 
and Y represents NR 8 , where R» represents hydrogen, or unsubstituted or substituted 
alkyl, aryl, hydroxyalkyl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups; or 
R 7 and R« together may form a 5 or 6 membered cyclic structure containing carbon 
atoms, which may optionally contain one or more heteroatoms selected from oxygen, 
sulfur or nitrogen, which comprises: 

a) reacting a compound of formula (I) 
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X 

R V^N R 4 

R 6 0 

where all symbols are as defined above and Y represents oxygen and R 7 represents 
hydrogen or a lower alkyl group or YR 7 represents a halogen atom, or COYR 7 
represents a mixed anhydride group with appropriate amines of the formula NHR 7 R 8 , 
where R 7 and R 8 are as defined earlier and if desired; 

b) converting the compounds of formula (I) obtained above into 
pharmaceutically acceptable salts or phannaceutically acceptable solvates. 
10. A compound of formula (I) 
X 

R V^N R 4 

R 6 0 

where X represents O or S; the groups Rl, R2 and group R3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycMbonylamino, aralkoxycarbonylamino, 
carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or R 1 , R 2 along 
with the adjacent atoms to which they are attached may form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur, R 3 when attached to nitrogen atom represents hydrogen, 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyl- 
oxy, hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 



WO 99/08501 PCT/US98/22568 

-113- 

carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aiyloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the Unking group represented by -(CH 2 ) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 and R 5 together represent a bond; R 6 represents hydrogen, or 
unsubstituted or substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, 
alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylaminocarbonyl, arylamino- 
carbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups, with aprovision that 
R 6 does not represent hydrogen when R 7 represents hydrogen or lower alkyl group; R 7 
represents hydrogen or unsubstituted or substituted groups selected from alkyl, 
cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl groups and Y 
represents oxygen atom, prepared according to the process of claim 6. 
11. A compound of formula (I) 



R 4 



(I) 



^(CH 2)n -0-Ar-^ 

R 6 />R 7 
R e O 

where X represents O or S; the groups Rl, R2 and group R3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, 
carboxyiic acid or its derivatives, or sulfonic acid or its derivatives; or Rl, R2 along 
with the adjacent atoms to which they are attached may also form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
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oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen, 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycioalkyl, 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acy], acyl- 
oxy, hydroxyalkyl, amino, acylamino, monoaikylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH 2 ) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, or unsubstituted or substituted aralkyl group; R 5 represents hydrogen, hydroxy, 
alkoxy, halogen, lower alkyl group, acyl, or unsubstituted or substituted aralkyl; R 6 
represents hydrogen, or unsubstituted or substituted groups selected from alkyl, cycio- 
alkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups, 
with a provision that R 6 does not represent hydrogen when R 7 represents hydrogen or 
lower alkyl group; R 7 represents hydrogen or unsubstituted or substituted groups 
selected from alkyl, cycioalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl 
groups and Y represents oxygen atom, prepared according to the process of claim 7. 
12. A compound of formula (I) 
X 



^(CH^O-Ar^W 
R 6 0 



(D 



where X represents O or S; the groups R*, R2 and group R3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy,.nitro, 
cyano, formyl or unsubstituted or substituted groups selecfed-from alkyl, cycioalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoaikylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
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the, thioalkyl, alkoxycarbonylamino, axyloxycarbonylanuno, aralkoxycarbonylamino 
carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or Rl R 2 along 
w,th the adjacent atoms to which they are attached may also form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyi 
alkoxy, cycIoalkoxy ja ryl,aralkyUeterocyclyUeteroaryU acyl . ' 

oxy, hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino 
aralkylamino, a^noalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH 2 ) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R< represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, unsubstituted or substituted aralkyl group or forms a bond together with the 
adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, halogen, lower alkyl 
group, acyl, unsubstituted or substituted aralkyl or R 5 forms a bond together with R 4 - 
R represents unsubstituted or substituted groups selected from alkyl, cycloalkyi ary'l 
-«lkyl. -Ikmaodkyl, alkoKycaAwI, a.ytaycarfKavi. alkytaiamocarixMvl. «yl- ' 
ammocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups, R ? represents 
hydrogen, and Y represents oxygen prepared according to the process of claim 8. 
13. A compound of formula (I) 



X 



N R 4 
^- 3 (CH 2)n .O-Ar4R^ 
N R 3 / vr 7 



(I) 



where X represents O or S; the groups R 1 , R 2 and group R 3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyi 
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alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, arajkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, arainoalkyl, alkoxycarbonyl, 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, aikyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, 
carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or R 1 , R 2 along 
with the adjacent atoms to which they are attached may form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen, 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyl- 
oxy, hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH2) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; At represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, unsubstituted or substituted aralkyl group or forms a bond together with the 
adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, halogen, lower alkyl 
group, acyl, unsubstituted or substituted aralkyl or R 5 forms a bond together with R 4 ; 
R 6 represents hydrogen, or unsubstituted or substituted groups selected from alkyl, 
cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups, 
with a provision that R 6 does not represent hydrogen when R 7 represents hydrogen or 
lower alkyl group; R 7 represents hydrogen or unsubstituted or substituted groups 
selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl 
groups and Y represents NR 8 , where R 8 represents hydrogen, or unsubstituted or 
substituted alkyl, aryl, hydroxyalkyl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl 
groups; R 7 and R 8 together may form a 5 or 6 membered cyclic structure containing 
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carbon atoms, which may optionally contain one or more heteroatoms selected from 
oxygen, sulfur or nitrogen, prepared according to the process of claim 9. 
14. An intermediate of formula (IVf) 





N 

i~(CH 2 ) n -0-Ar- 



where X represents 0 or S; the groups Rl. R 2 and ^ R 3 when present Qn ^ 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl,' 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, 
carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or Rl, R2 along 
with the adjacent atoms to which they are attached may form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen, 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyl- ' 
oxy, hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH 2 ) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 - 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
alkyl, unsubstituted or substituted aralkyl group or forms a bond together with the 
adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, Wog^, W ^ 
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group, acyl, unsubstituted or substituted aralkyl or R 5 forms a bond together with R 4 ; 
R 6 represents hydrogen, or unsubstituted or substituted groups selected from alkyj, 
cycloalkyl, atyl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups. 
5 15. A process for the preparation of the intermediate of formula (IVf) defined in 
claim 14, which comprises: 

a) reacting a compound of formula (Ilia) 
X 




N 



N ^(CH 2 ),0-Ar-CHO m 

where all symbols are as defined in claim 14 with a compound of formula (IVh) 

R^CHzPVhaHal (1Vh) 
where R 6 represents unsubstituted or substituted groups selected from alkyl, cyclo- 
alkyl, aryi, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylamino- 
carbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl group and 
Hal represents a halogen atom, to yield a compound of formula (IVi) 
X 

N 




^-(CH 2 ) n O-Ar-CH=CI+-OR 6 (ivi) 

where all symbols are as defined above, 

b) reacting the compound of formula (IVi) with an alcohol of the formula 
R 6 OH where R 6 is unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, aryloxycarbonyl, alkylaminocarbonyl, aryl- 
aminocarbonyl, acyl, heterocyclyl, heteroaryl, or heteroaralkyl groups to yield, a 
compound of formula (IVj), 
X 




o>k ^-( CH 2)n O-Ar4 f (IVj) 
R s O 

where R 6 is as defined above and all other symbols are as defined earlier, 
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c) reacting the compound of formula (IVj) obtained above where all 
symbols are as defined above with trialkylsilyl cyanide to produce a compound of 
formula (IV T) where all symbols are as defined above. 
16. An intermediate of formula (IVg) 
X 

R 4 



i»°- Ar "U 7 avg) 

N R // OK 7 

N 2 



where X represents O or S; the groups Rl, R 2 md group R 3 when present on carbon 
atom, may be same or different and represent hydrogen, halogen, hydroxy, nitro, 
cyano, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, hetero- 
aralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, alkoxycarbonyl,' 
aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkyl- 
thio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, aralkoxycarbonylamino, 
carboxylic acid or its derivatives, or sulfonic acid or its derivatives; or Rl, r2 along 
with the adjacent atoms to which they are attached may form a 5-6 membered 
substituted or unsubstituted cyclic structure containing carbon atoms with one or more 
double bonds, which may optionally contain one or more heteroatoms selected from 
oxygen, nitrogen and sulfur; R 3 when attached to nitrogen atom represents hydrogen, 
hydroxy, formyl or unsubstituted or substituted groups selected from alkyl, cycloalkyl, 
alkoxy, cycloalkoxy, aryl, aralkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyl- 
oxy, hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino, 
aralkylamino, aminoalkyl, aryloxy, aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxy- 
carbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, aralkoxy- 
alkyl, alkylthio, thioalkyl groups, carboxylic acid derivatives, or sulfonic acid 
derivatives; the linking group represented by -(CH 2 ) n -0- may be attached either 
through nitrogen atom or through carbon atom where n is an integer ranging from 1 
4; Ar represents an unsubstituted or substituted divalent single or fused aromatic or 
heterocyclic group; R 4 represents hydrogen atom, hydroxy, alkoxy, halogen, lower 
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alkyl, unsubstituted or substituted aralkyl; R 7 represents hydrogen or unsubstituted or 
substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl; 
heteroaryl, or heteroaralkyl groups. 

17. A process for the preparation of the intermediate of formula (I Vg) as defined in 
claim 16, which comprises: 

a) reacting a compound of formula (Illh) 
X 




(Illh) 

FT' "NT r3 

where L 1 is a leaving group and all other symbols are as defined above with a 
compound of formula (IV1) 

HO-Ar-^ oR7 (ivi) 
HzN 

where R 5 is hydrogen atom and all other symbol's are as defined above, to yield a 
compound of formula (IVk) 
X 

HzN 

where R 5 is hydrogen atom and all other symbols are as defined above, and 

b) reacting a compound of formula (IVk) obtained above with an 
diazotizing agent 

18. An intermediate of formula (Din) 



R 4 



r N-(CH 2 ) n -0-Ar-U%0 
NH 2 RVW 



(Illn) 



where X represents 0 or S; the groups Rl, R2 may be same or different and represent 
hydrogen, halogen, hydroxy, riitro, cyano, formyl or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, 
aralkoxy, heterocyclyl, heteroaryl, heteroaralkyl, heteroaryloxy, heteroaralkoxy, acyl, 
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acyloxy, hydroxyalkyl, amino, acylamino, monoalkylamino, dialkylamino, arylamino 
aralkylamino, aminoalkyl, alkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, 
alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino, 
aryloxycarbonylaminp, aralkoxycarbonylamino, carboxylic acid or its derivatives, or 
sulfonic acid or its derivatives; or Rl. R 2 ai ong with ^ adjacent atoms ^ 
are attached may also form a 5-6 membered substituted or unsubstituted cyclic 
structure containing carbon atoms with one or more double bonds, which may 
optionally contain one or more heteroatoms selected from oxygen, nitrogen and sulfur; 
n is an integer ranging from 1 - 4; Ax represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or ' 
forms a bond together with the adjacent group R s ; R s represents hydrogen, hydroxy, 
alkoxy, halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 ' 
forms a bond together with R 4 ; R 6 represents hydrogen, or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
aryl, or heteroaralkyi groups; R 7 represents hydrogen or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, heteroaryl, or 
heteroaralkyi groups. 

19. A process for the preparation of the intermediate of formula (Illn) defined in 
claim 18, 

X 

V N~(CH 2 ) n K)-ArJ^o 
R 2 ^%JH 2 R^^OR 7 
which comprises reacting a compound of formula (IVm) 

R 4 

H 2 N-(CH 2 ) n -0-Ar-U5j p 

RVW (IVm) 
where all symbols are as defined in claim 1 8 with a compound of formula (IVo) 




(mn) 
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(Wo) 



where R 1 , R 2 and X are as defined earlier to produce a compound of formula (Illn) 
defined above. 

20. An intermediate of formula (IVm) 



R 4 



H 2 N-(CH 2 ) n -0-Ar-l^P 
5 R 6 cT\>R 7 (IVm) 

where n is an integer ranging from 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or 
forms a bond together with the adjacent group R 5 ; R 5 represents hydrogen, hydroxy, 
10 alkoxy, halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 
forms a bond together with R 4 ; R 6 represents hydrogen, or unsubstituted or substituted 
groups selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
aryl, or heteroaralkyl groups; R 7 represents hydrogen or unsubstituted or substituted 
15 groups selected from alkyl, cycloalkyL aryl, aralkyl, heterocyclyl, heteroaryl, or 
heteroaralkyl groups. 

21. A process for the preparation of the intermediate of formula (IVm) defined in 
claim 20, 

R 4 

H 2 N-(CH2) n -0-Ar-U 5 O 

R^OR 7 ^ 

20 which comprises 

a) preparing from a compound of foimula (Hid) 

R 4 



'-(CH^-O-Ar- Vl „ 
R e O 

I 



where L 1 is a leaving group and all other symbols are as defined earlier by Gabriel 
synthesis; 
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b) reducing a compound of formula (IVn) 



R 4 



N 3 -(CH 2 ) n -0-Ar-U 5 O 

r 6 cT^or 7 (IVn) 

where R 4 and R 5 represent hydrogen atom and all other symbols are as defined earlier. 
22. An intermediate of formula (IVn) 

R 4 

N 3-(CH2) n -0-Ar-lR5o 

R^^OR 7 

where n is an integer ranging from 1 - 4; Ar represents an unsubstituted or substituted 
divalent single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, 
hydroxy, alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or ' 
forms a bond together with the adjacent group R 5 ; R 5 represents hydrogen, hydroxy, 
alkoxy, halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 
forms a bond together with R 4 ; R 6 represents hydrogen, or unsubstituted or substituted 
groups selected from alkyl,. cycloalkyl, aryl, aralkyl, alkoxyalkyl, alkoxycarbonyl, 
aryloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, hetero- 
aryl, or heteroaralkyl groups; and R 7 represents hydrogen, or unsubstituted or 
substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, 
heteroaryl, heteroaralkyl groups. 

23 . A process for the preparation of the intermediate of formula (IVn) defined in 
claim in 22, 

^-(CH^-O-Ar-U 5 p 

which comprises: 

a) treating a compound of formula (Illd) 



L 1 -(CH 2 ) n O-Ar 

R 6 d 



R 4 

_«_/ OR 7 



(md) 
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where L 1 is a leaving group and all symbols are as defined in claim 22, with 
appropriate azides to yield the compound of the formula (IVn); 
b) reacting a compound of formula (Illb) 
0 

(R 9 0) 2 -P-CH-(COOR 7 ) (nib) 
OR 6 

where R 6 , R 7 are as defined earlier excluding hydrogen and R 9 represents (C,-C 6 )alkyl 
with a compound of formula (TVp) 

Na— (CH 2 )„-0-Ar-CHO (IV P ) 
where all symbols are as defined earlier by to yield a compound of the formula (IVn). 
24. A compound according to claim 1 which is selected from: 

(±)-Emyl2-emoxyO-[4-[[3-methyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 

(±)-2-EmoxyO-[4-[[3-memyl^xc~3,4-dihydro-2-quina2X)linyl] methoxy] 
phenyl]propanoic acid; 

(±)-Sodium2-emoxy-3-[4-[[3-memyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 

; [2R, N(l S)] 2-emoxy-3-[4-[[3-Memyl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl] -N-(2-hydroxy-l-phenylethyl)propanamide; 

[2S, N(1S)] 2-emoxyO-[4-[[3-Memyl4-oxo-3,4^ydro-2^uinazolinyl] 
methoxy]phenyl]-N-(2-hydroxy- 1 -phenylethyl)propanamide; 

(+)-2-Emoxy-3-[4-[[3-memyM-oxoO,4-dihydro-2-quinazolinyl] methoxy] 
phenyl]propanoic acid; 

(-)-2-Emoxy-3-[4-[[3-memyl-4-oxo-3,4-dmydro-2-quinazolinyl] methoxy] 
phenyl]propanoic acid; 

(-)-Sodium 2^moxyO-[4-[[3-me%l^xo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 

(±)-(Morpholine-4-yl) 2-ethoxy-3-[4-[[3-methyl-4-oxo-3 ,4-dihydro-2- 
quinazolinyl]methoxy]phenyl]propanamide; 

(±)-2-Emoxy-3-[4-[[3-me%M-oxo-3,4^mydro-2-quinazolinyl] methoxy] 
phenyl]-N-(2-fluorophenyl)propanamide; 



W ° " /08S01 PCT/US98/22568 

- 125- 

(±)-EthyI2-methoxy-3-[4^^ 
methoxyjphenyljpropanoate; 

phenyljpropanoic acid; 

methoxyjphenyljpropanoate; 

phenyljpropanoic acid; 

[2S, N(1S)] 2-propoxy.3^4.[[3-methyM-oxo-3,4KJihydro-2- q uinazolinyl] 
) m ethoxy]phe n yl]-N-(2-hydro X y-l-phenyIethyl)propanamide; . ' 
[2R, N(1S)J 2*c WH <4I^^ 

methoxy]phenyl]-N-(2-hydroxy-l- P henylethyl)propanamide; ' 
(±>E%1 2-(n-buto^^^ 

methoxyjphenyljpropanoate; 

phenyljpropanoic acid; 

(±)-Ethyl 2-(wh*1m^^ 
methoxyjphenyljpropanoate; 

(±>EthyI Z-benzyloxy-S-^-rp-methyM-oxo^^mydro^-quinazoIinyl] 
methoxyjphenyl] propanoate; 

phenyljpropanoic acid; 

(±>Ethyl 2-phenoxy S-^-fP-methyM-oxo-S^hydro^-quinazoIinyl] 
methoxyjphenyljpropanoate; 

phenyljpropanoic acid; 

(±)-E%12-(2-memoxyethoxy)-3-[4-[[3-methyM-oxo-3,4-dmy^ 
quinazolinyljmethoxyjphenyljpropanoate; 

^-^-Memoxyemoxy^ 

methoxyjphenyljpropanoic acid; 
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(±)-Ethyl 2-ethoxy-3-[^^ ethoxy] 
phenyljpropanoate; 

(^^-Ethoxy-S-^-P-P-ethyl^-oxo-S^-dihydro-S-quinazohnyljethoxy] 
phenyl] propanoic acid; 

[2R,N(lS)]2-ethoxy-3-[4.[2-[2-ethyl-4-oxo-3 ) 4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

[2S, N(1S)] 2-ethoxy-3-[4-[2-[2-ethyMW^ 

ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

(+) -2-Ethoxy-3-[4-[2-[2-ethyl-4-oxo.3,4-dihydro-3-quinazolinyl]ethoxy] 
phenyljpropanoic acid; 

(-)-2-Ethoxy-3-[4-[2-[2-ethyM-oxo-3 5 4-dihydro-3-quinazolinyl]ethoxy] 
phenyl]propanoic acid; 

(+)-E%12-ethoxy-3-[4-[2-[2-ethyl.4-oxo-3,4-dihydro-3-quinazolinyl]ethoxy] 
phenyl]propanoate; 

(0-Ethyl2-ethoxyO44-[2-[2-ethyU-oxo-3,4-dihydro-3-quinazolinyl]ethoxy] 
phenyljpropanoate; 

(±)-EthyI 2^thoxy-3-[4-[2-[2-methyM-oxoO,4-dihydro-3-quinazolinyl]. 
ethoxy]phenyl]pfopanoate; 

(±)-2-Ethoxy-3-[4-[2-[2-methyl-4-oxo-3 J 4-dihydro-3-quinazolinyl]ethoxy] 
phenyl]propanoic acid; 

[2R, N(1S)] 2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]-N-(2-hydroxy-l-phenylethyl)propanamide; 

[2S, N(1S)] 2-ethoxy-3-[4-[2-[2-me%l^oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]-N-(2-hydroxy-l -phenylethyl)propanamide; 

(+) -2-EthoxyO-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyI] ethoxy] 
phenyljpropanoic acid; 

(-)-2-EthoxyO-[4-[2-[2-me%M-oxoO,4-dihycko-3-quinazolinyl]ethoxy] 
phenyljpropanoic acid; 

(+)-Ethyl2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3,4-dihydro-3-quinazolinyl] 
ethoxy]phenyl]propanoate; 

(-)-Ethyl-2-ethoxy-3-[4-[2-[2-methyl-4-oxo-3^dmydro-3-quinazolinyl] 
ethoxy]phenyl]propanoate; 
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(±)-E%I2-ethoxy^ 
propanoate; J 

W-^thoxy-S-^^^ 
propanoic acid; 

ethoxy]phenyI]propanoate; 

(±>2-PhenoxyO^ 
phenyl]propanoic acid; 

^EW-phenoxy-H^^^ 
3 ethoxy]phenyl]propanoate; 

(±)-2-PhenoxyO-[4-[2-[2-methyl4-oxo-3Adihydro-3-quinazo^ 
phenyl]propanoic acid; 

(±)-Ethyl 2^oxy-3-[4-[2.[2^^ ethoxy] 
phenyljpropanoate; 

(^-Ethoxy-^-^ phenyI] 
propanoic acid; 

(±)-Ethyl 2-ethoxy-3-[4-[[3-phenyl^xo-3 J 4-dihydro-2^uinazolmyli 
methoxy]phenyl]propanoate; 

(±)-2-EthoxyO-[4-[2-[2^thyM-methyl-6^xo-l-pyri^^^ 
propanoic acid; ( 

(±>E%1 2-ethoxy-3-[4^^^ 
methoxyjphenyljpropanoate; 

W-Ethoxy^-^-phenyM-oxoO,^^^^^ 
phenyljpropanoic acid; 

(±)-Ethyl2-ethoxy-3-[4-[[3-methyl-4K,xo-3,4Kiihydro-6,7-d^^^ 
quinazolinyl]methoxy]pheny]]propanoate; 

(±)- 2-EthoxyO<4-[[3-methyl-4-oxo-3 1 4-dihydro-6,7-diniethoxy-2- 
quinazolinyljmethoxy] phenyljpropanoic acid; 

(±)-Ethyl2-ethoxy-3-[4-[[3-(4-n,ethylphenyI)-4-oxo-3,4-dihydro-2- 
quinazolinyljmethoxy] phenyljpropanoate; 
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(±)-2-Ethoxy-3-[4-[[3<4- m e^ 
methoxy]phenyl]propanoic acid; 

(±)-EthyI2-ethoxy-3-[4-[[3-(4-methoxyphenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyl]methoxy]phenyl]propanoate; 

(±)-2-Ethoxy-3-[4-[[3-(4-methoxyphenyl)-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoic acid; 

(±)-Ethyl2-ethoxy-3-[4-[[3-ben2yl-4-oxo-3,4-dihydro-2-quinazolinyl] 
methoxy]phenyl]propanoate; 

(±>2^oxy-3-[4-[[3-ben2yl-4-oxo-3,4-dihydro-2-quinazolinylim e thoxy] 
phenyljpropanoic acid; 

(±)-Ethyl2-ethoxy-3-[4-[[3-(3-chlorophenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyl]methoxy]phenyl]propanoate; 

(t^-Ethoxy-S-^-tP-CS^hlorophenyD^-oxo^^-dihydro^-quiriazolinyl] 
methoxy]phenyl]propanoic acid; 

(±>Ethyl2^oxyO-[4-[[3^3^hloro^-fluorophenylH-oxo-3,4-Q^ydro-2- 
quinazolinyl]methoxy]phenyl]propanoate; 

(+>2-Ethoxy-3-[4-[[3-(3-chloro-4-fluorophenyl)-4-oxo-3,4-dihydro-2- 
quinazolinyl] methoxy]phenyl]propanoic acid. 

25. A pharmaceutical composition which comprises a compound of formula (I) 

X 

N ^ 4 
R e O 

as defined in claims 1-5, 10-13, or 24 and a pharmaceutical^ acceptable carrier, 
diluent, excipient or solvate. 

26. A pharmaceutical composition as claimed in claim 25, in the form of a tablet, 
capsule, powder, syrup, solution or suspension. 

27. A method of preventing or treating hyperlipemia, hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, glucose intolerance, leptin resistance, insulin 
resistance, or diseases in which insulin resistance is the underlying pathophysiological 
mechanism comprising administering a compound of formula (I) as defined in claims 




3 
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1-5, 10-13 or 24 or a compound as claimed in claim 24 or a pharmaceutical 
composition as claimed in claims 25 and 26 to a patient in need thereof. 
28. A method according to claim 27, wherein the disease is type II diabetes, 
impaired glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as 
i hypertension, obesity, atherosclerosis, hyperlipemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

29. A method according to claim 28, for the treatment or prophylaxis of disorders 
related to Syndrome X, which comprises administering an agonist of PPARa and/or 
PPARy of formula (I). 

30. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL and free fatty acids in the plasma comprising an effective amount of compound 
of formula (I) as defined in any one of claims 1-5. 10-13 or 24 or a pharmaceutical 
composition as claimed in claims 25 and 26 to a patient in need thereof. . 

31. A method of preventing or treating hyperlipemia, hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, glucose intolerance, leptin resistance, insulin 
resistance, or diseases in which insulin resistance is the underlying pathophysiological 
mechanism comprising administering a compound of formula (I) as defined in any one 
of claims 1-5, 10-13 or 24 or a pharmaceutical composition as claimed in claim 25 and 
26 in combinauWconcomittant with HMG CoA reductase inhibitors, fibrates, 
nicotinic acid, cholestyramine, colestipol or probucol which may be administered 
together or within such a period as to act synergestically together to a patient in need 
thereof. 

32. A method according to claim 3 1 , wherein the disease is type II diabetes, 
impaired glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
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glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, ' 
xanthoma or cancer. 1 

33. A method according to claim 32, for the treatment or prophylaxis of disorders 
related to Syndrome X, which comprises administering a compound of formula (I) in 
combination with HMG CoA reductase inhibitors, fibrates, nicotinic acid, cholestyr- 
amine, colestipol or probucol which may be administered together or within such a 
period as to act synergestically together. 

34. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL and free fatty acids in the plasma, which comprises administering a compound 
of formula (I) claimed in any one of claims 1-5, 10-13 or 24 or a pharmaceutical 
composition as claimed in claims 25 and 26 in combination/concomittant with HMG 
CoA reductase inhibitors or fibrates or nicotinic acid or cholestyramine or colestipol or 
probucol which may be administered together or within such a period as to act 
synergestically together to a patient in need thereof. 

35. Use of a compound of formula (I) as defined in any one of claims 1-5, 10-13, 
or 24 for preventing or treating hyperlipemia, hypercholesteremia, hyperglycemia, 
osteoporosis, obesity, glucose intolerance, leptin resistance, insulin resistance, or 
diseases in which insulin resistance is the underlying pathophysiological mechanism. 

36. Use according to claim 35, wherein the disease is type II diabetes, impaired 
glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as hyper- 
tension, obesity, atherosclerosis, hyperlipemia, coronary artery disease and other 
cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 
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37. Use of a compound of formula (I) as defined in any one of claims 1-5, 10-13 or 
24 for reducing plasma glucose, triglycerides, total cholesterol, LDL, VLDL and free 
fatty acids in the plasma comprising an effective amount of compound of formula (I) 
as defined in any one of claims 1-5, 10-13 or 24 or a pharmaceutical composition as 
claimed in claims 25 and 26 to a patient in need thereof. 

38. Use ofa compound offormula (I) as defined in any one of claims 1-5, 10-13 or 
24, in combination/concomittant with HMG CoA reductase inhibitors, fibrates, 
nicotinic acid, cholestyramine, colestipol or probucol which may be administered 
together or within such a period as to act synergestically together for preventing or 
treating hyperlipemia, hypercholesteremia, hyperglycemia, osteoporosis, obesity, 
glucose intolerance, leptin resistance, insulin resistance, or diseases in which insulin 
resistance is the underlying pathophysiological mechanism to a patient in need thereof. 

39. Use according to claim 38, wherein the disease is type II diabetes, impaired 
glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

40. Use ofa compound of formula (I) as defined in any one of claims 1-5, 10-13 or 
24 in combination/concomittant with HMG CoA reductase inhibitors, figrates, 
nicotinic acid, cholestyramine, colestipol or probucol for reducing plasma glucose, 
triglycerides, total cholesterol, LDL, VLDL or free fatty acids in the plasma. 

41. Use ofa compound of formula (I) as defined in any one of claims 1-5, 10-13 or 
24, for preparing a medicament for preventing or treating hyperlipemia, 
hypercholesteremia, hyperglycemia, osteoporosis, obesity, glucose intolerance, leptin 
resistance, insulin resistance, or diseases in which insulin resistance is the underlying 
pathophysiological mechanism. 
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42. Use according to claim 41, wherein the disease is type R diabetes, impaired 
glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as hyper- 
tension, obesity, atherosclerosis, hyperlipidemia, coronary artery disease and other 
cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

43. Use of a compound of formula (I) as defined in any one of claims 1-5, 10-13 or 
24 for preparing a medicament for reducing plasma glucose, triglycerides, total 
cholesterol, LDL, VLDL and free fatty acids in the plasma. 

44. Use of a compound of formula (I) as defmed in any one of claims 1-5, 10-13 
or 24 for preparing a medicament in combination/cohcomittant with HMG CoA 
reductase inhibitors, fibrates, nicotinic acid, cholestyramine, colestipol or probucol for 
preventing or treating hypelipemia, hypercholesteremia, hyperglycemia, osteoporosis, 
obesity, glucose intolerance, leptin resistance, insulin resistance, or diseases in which 
insulin resistance is the underlying pathophysiological mechanism. 

45. Use according to claim 44, wherein the disease is type II diabetes, impaired 
glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipidemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

46.. Use of a compound of formula (I) as defined in any one of claims 1-5,10-13 or 
24 for preparing a medicament in combination/concomiitant with HMG CoA reductase 
inhibitors, fibrates, nicotinic acid, cholestyramine, colestipol or probucol for reducing 
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plasma glucose, triglycerides, total cholesterol, LDL, VLDL or free fatty acids in the 
plasma. 

47. A medicine for preventing or treating hyperlipemia, hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, glucose intolerance, leptin resistance, insulin 
5 resistance, or diseases in which insulin resistance is the underlying pathophysiological 
mechanism comprising administering a compound of formula (I) as defined in any one 
of claims 1-5, 10-13 or 24 or a a pharmaceutical composition as claimed in claims 25 
and 26. 

48. A medicine according to claim 47, wherein the disease is type II diabetes, 
impaired glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipidemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic ' 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, ' 
xanthoma or cancer. 

49. A medicine for reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL and free fatty acids in the plasma comprising an effective amount of compound 
of formula (I) as defined in any one of claims 1-5, 10-13 or 24 or a pharmaceutical 
composition as claimed in claims 25 and 26. 

50. A medicine for preventing or treating hyperlipemia, hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, glucose intolerance, leptin resistance, insulin 
resistance, or diseases in which insulin resistance is the underlying pathophysiological 
mechanism comprising a compound of formula (I) as defined in any one of claims 1-5, . 
10-13 or 24 or a pharmaceutical composition as claimed in claims 25 and 26 and HMG 
CoA reductase inhibitors, fibrates, nicotinic acid, cholestyramine, colestipol or 
probucol. 

51. A medicine according to claim 50, wherein the disease is type II diabetes, 
impaired glucose tolerance, dyslipidaemia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipidemia, coronary artery disease and 
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other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive functions in dementia and treating diabetic complications, osteoporosis, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

52. A medicine for reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL and free fatty acids in the plasma, which comprises a compound of formula (I) 
claimed in any one of claims 1-5, 10-13 or 24 or a pharmaceutical composition as 
claimed in claims 25 and 26 and HMG CoA reductase inhibitors, fibrate, nicotinic 
acid, cholestyramine, colestipol or probucol. 

53. An intermediate of formula (Him) 




WO-Ar-UV° 
R 6 C/\)R 7 



where X represents O or S; the groups R 1 , R 2 and group R 3 when attached to the 
carbon atom, may be same or different and represent hydrogen, halogen, hydroxy, 
nitro, cyano, formyl or unsubstituted or substituted groups selected from alkyl, cyclo- 
alkyl, alkoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, 
heteroaralkyl, heteroaryloxy, heteroaralkoxy, acyl, acyloxy, hydroxyalkyl, amino, 
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, 
alkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, alkoxyalkyl, aryloxyalkyl, 
aralkoxyalkyl, alkylthio, thioalkyl, alkoxycarbonylamino, aryloxycarbonylamino, 
aralkoxycarbonylamino, carboxylic acid or its derivatives or sulfonic acid or its 
derivatives; or R 1 , R 2 along with the adjacent atoms to which they are attached may 
form a 5-6 membered substituted or unsubstituted cyclic structure containing carbon 
atoms with one or more double bonds, which may optionally contain one or more 
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heteroatoms selected from oxygen, nitgrogen and sulfur; R> when attached to nitrogen 
atom represents hydrogen, hydroxy, formyl or unsubstituted or substituted groups 
selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, hetero-cyclyl 
heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, amino, acylamino, 
monoalkylamino, dialkylamino, arylamino, aralkylamino, aminoalkyl, aryloxy 
aralkoxy, heteroaryloxy, heteroaralkoxy, alkoxycarbonyl, aryloxycarbonyl, araikoxy- 
carbonyl, alkoxyaikyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl groups, 
carboxylic acid derivatives, or sulfonic acid derivatives; the linking group represented 
by -<CH 2 ) n -0- may be attached either through nitrogen atom or through carbon atom 
where n is an integer ranging from 1-4; Ar represents an optionally substituted divalent 
single or fused aromatic or heterocyclic group; R 4 represents hydrogen atom, hydroxy 
alkoxy, halogen, lower alkyl, unsubstituted or substituted aralkyl group or forms a 
bond together with the adjacent group R 5 ; R 5 represents hydrogen, hydroxy, alkoxy, 
halogen, lower alkyl group, acyl, unsubstituted or substituted aralkyl or R 5 forms a 
bond together with R 4 ; R 6 represents hydrogen, or unsubstituted or substituted groups 
selected from alkyl, cycloalkyl, aryl, aralkyl, alkoxyaikyl, alkoxycarbonyl, aryloxy- 
carbonyl, alkylaminocarbonyl, arylaminocarbonyl, acyl, heterocyclyl, heteroaryl, or 
heteroaralkyl groups, with the provision that R 6 does not represent hydrogen when R 7 
represents hydrogen or lower alkyl group; R 7 represents hydrogen, or unsubstituted or 
substituted groups selected from alkyl, cycloalkyl, aryl, aralkyl, heterocyclyl, 
heteroaryl, or heteroaralkyl groups; Y represents oxygen or NR 8 , where R 8 represents 
hydrogen, or unsubstituted or substituted groups selelected from alkyl, aryl, hydroxy- 
alkyl, aralkyl, heterocyclyl, heteroaryl, or heteroaralkyl groups; or R 7 and R 8 together 
may form a substituted or unsubstituted 5 or 6 membered cyclic structure containing 
carbon atoms, which may optionally contain one or more heteroatoms selected from 
oxygen, sulfur or nitrogen. 

54. Aprocessforthepreparationo 
claim 53 

R 1 sl 

A anm} 
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which comprises reacting a compound of formula (Illn) 



Rl I B 4 




^N-(CH 2 ) n -0-Ar-U%0 
H 2 R 6 GTGl 
where all symbols are as defined above, with a compound of formula (IIIo) 



(ran) 

R 2 ^NH 2 R 6 0 OR 7 



o 

Li^R 3 (Mo) 



where L 2 is a leaving group and all other symbols are as defined above, to produce a 

compound of formula (Illm) where all symbols are as defined above. 

55. A pharmaceutical composition which comprises a compound of formula (TTTm) 




N-(CH 2 ) n -0-Ar4^n 
L R 3 R^lDR 7 



O (Dim) 



as defined in claim 53 and a pharmaceutically acceptable carrier, diluent, excipient or 
solvate. 

56. A pharmaceutical composition as claimed in claim 55, in the form of a tablet, 
capsule, powder, syrup, solution or suspension. 

57. A method for preventing or treating hyperlipemia, hypercholesteremia, hyper- 
glycemia, osteoporosis, obesity, glucose intolerance, leptin resistance, insulin 
resistance, or diseases in which insulin resistance is the underlying pathophysiological 
mechanism comprising aciministering a compound of formula (Illm) as defined in 
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claim 53 or a pharmaceutical composition as claimed in claims 55 or 56 to a patient in 
need thereof. 

58. A method according to claim 57, wherein the disease is type II diabetes, 
imparied glucose tolerance, dyslipideamia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic ' 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive function in dementia arid treating diabetic complications, osteoporosis, 
inflammatory bowel disease, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

59. A method according to claim 58, for the treatment or prophylaxis of disorders 
related to Syndrome X, which comprises administering an agonist of PPARa, or 
PPARy of formula (TTIm) or a mixture thereof. 

60. A method of preventing or treating hyperlipemia, hypercholesteremia, hyper- 
glycemia, osteoporosis, obesity, glucose intolerance, leptin resistance, insulin 
resistance, or diseases in which insulin resistance is the underlying pathophysiological 
mechanism comprising administering a compound of formula (mm) as defined in 

' claim 53 or a pharmaceutical composition as claimed in claims 55 or 56 in 
combination/concomittant with HMG CoA reductase inhibition fibrates, nicotinic acid, 
cholestyramine, colestipol or probucol which may be administered together or within 
such a period as to act synergestically together to a patient in need thereof. 
61 . A method according to claim 60, wherein the disease is type II diabetes, 
imparied glucose tolerance, dyslipideamia, disorders related to Syndrome X such as 
hypertension, obesity, atherosclerosis, hyperlipidemia, coronary artery disease and 
other cardiovascular disorders, certain renal diseases including glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy, 
nephropathy, disorders related to endothelial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), useful as aldose reductase inhibitors, for improving 
cognitive function in dementia and treating diabetic complications, osteoporosis, 
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inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma or cancer. 

62. A method according to claim 61, for the treatment or prophylaxis of disorders 
related to Syndrome X, which comprises administering a compound of formula (Illm) 
in combination with HMG CoA reductase inhibitors, fibrates, nicotinic acid, cholestyr- 
amine, colestipol or probucol which may be administered together or within such a 
period as to act synergestically together. 

63. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL and free fatty acids in the plasma, which comprises administering a compound 
of formula (Illm) claimed in claim 53 or a pharmaceutical composition as claimed in 
claim 55 or 56 in combination/concomittant with HMG CoA reductase inhibitors, 
fibrates, nicotinic acid, cholestyramine, colestipol or probucol which may be 
administered together or within such a period as to act synergestically together to a 
patient in need thereof. 

64. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, 
VLDL and free fatty acids in the plasma, which comprises administering a compound 
of formula (Illm) claimed in claim 53 or a pharmaceutical composition as claimed in 
claim 55 or 56 to a patient in need thereof. 
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